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DIRECT-TO-CONSUMER ADVERTISING: 
MARKETING, EDUCATION, OR DECEPTION? 


THURSDAY, MAY 8, 2008 

House of Representatives, 

Subcommittee on Oversight and Investigations, 

Committee on Energy and Commerce, 

Washington, D.C. 

The subcommittee met, pursuant to call, at 10:05 a.m., in room 
2123 of the Rayburn House Office Building, Hon. Bart Stupak 
[chairman of the subcommittee] presiding. 

Members present: Representatives Dingell (Ex Officio), Stupak, 
Waxman, Green, Shimkus, Whitfield, Walden, Burgess, Barton (ex 
officio), and Eerguson. 

Staff present: John Sopko, Scott Schloegel, Paul Jung, Joanne 
Royce, David Nelson, Kyle Chapman, Alan Slobodin, Karen Chris- 
tian, and Whitney Drew. 

Mr. Stupak. This hearing will come to order. Today we have a 
hearing entitled “Direct to Consumer Advertising: Marketing, Edu- 
cation, or Deception?” Each member will be recognized for a 5- 
minute opening statement. I will begin. 

OPENING STATEMENT OF HON. BART STUPAK, A REPRESENT- 
ATIVE IN CONGRESS FROM THE STATE OF MICHIGAN 

Mr. Stupak. Nearly 10 years ago, the U.S. Eood and Drug Ad- 
ministration relaxed its rules relating to direct-to-consumer adver- 
tisements for prescription pharmaceutical products. Since then, 
spending on DTC ads has increased from about $1.1 billion in 1997 
to about $4.2 billion in 2005. This nearly 300 percent increase in 
DTC ad spending dwarfs the 86 percent spending increase in ad- 
vertisements to physicians and the 103 percent spending increase 
in research and development over the same period of time. 

The pharmaceutical industry insists than DTC ads are mainly an 
educational endeavor designed to educate consumers about new 
products. Research shows that some DTC advertising results in pa- 
tients seeing their doctors and discussing previously undiagnosed 
conditions. 

We must acknowledge that direct-to-consumer ads are also de- 
signed to market and sell these products. Research has shown that 
DTC advertising may result in advertised drugs being prescribed 
when a similar, less-expensive drug may have been just as appro- 
priate. Every $1 spent on direct-to-consumer advertising results in 
up to a $6 increase in sales. One study demonstrated that every 
$1,000 spent on direct-to-consumer advertisements resulted in 24 
new prescriptions. 


( 1 ) 
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The purpose of the hearing is to examine the potentially mis- 
leading and deception tactics used in direct-to-consumer advertise- 
ments for prescription pharmaceutical products. Our hearing today 
will examine three specific television advertisements: ads for 
Lipitor featuring Mr. Robert Jarvik, “Food and Family” ads for 
Vytorin, and “cancer fatigue” or “quality of life” ads for Procrit. 

Pfizer’s Lipitor ads featured Robert Jarvik, an individual who 
has never held a license to practice medicine and has never been 
allowed to prescribe a medication. For his participation in these 
ads, he was paid $1.35 million; however, none of his ads indicates 
that he was compensated for his appearance. In addition, Mr. 
Jarvik states in one of these ads that he himself takes Lipitor. Yet, 
he admitted in an interview that he did not begin taking Lipitor 
until a few months after he began filming his commercials. These 
ads are in violation of the American Medical Association guidelines 
concerning the involvement of health professionals in DTC adver- 
tisements. Mr. Jarvik’s ads help maintain Lipitor’s position as the 
most prescribed anti-cholesterol “statin” drug. 

[Video shown.] 

Merck and Schering-Plough’s ads for Vytorin resulted in $5 bil- 
lion in sales in 2007. However, while these ads appeared on the 
airwaves, the release of an important study examining Vytorin’s 
ability to stop cholesterol build-up was delayed and suppressed by 
the companies. Significant and valuable results from this study 
were delayed for 2 years, while Vytorin was continuously marketed 
to consumers. 

We now know that Vytorin has no effect on cholesterol build-up; 
however, this information came to us about 2 years too late. Many 
consumers may not have taken Vytorin had they been aware of the 
study results, especially since a less expensive, equally effective ge- 
neric drug, Zocor, was readily available. In addition, taxpayer dol- 
lars may have been needlessly spent of Vytorin through Medicare 
Part D as the drug was marketed to consumers while the company 
sat on its study results. 

[Video shown.] 

Johnson & Johnson’s Procrit was approved by the FDA to treat 
chemotherapy- and dialysis-induced anemia. Yet for 7 years, it was 
marketed directly to consumers for the treatment of “cancer fa- 
tigue” in order to improve the “quality of life” for patients. This 
was clearly an instance of off-label marketing, a practice that is 
prohibited by the FDA. No only did the company advertise the 
drug, but the FDA did very little to stop them. 

[Video shown.] 

These are three examples of drug companies acting improperly. 
Our goal today is to expose the deceptive and misleading aspects 
of each of these television ad campaigns, but also those of DTC ads 
in general. We also intend to explore better practices for direct-to- 
consumer marketing. 

Both the Lipitor ads with Mr. Jarvik and the Vytorin “food and 
family” ads were voluntarily withdrawn shortly after our sub- 
committee began investigating direct-to-consumer ads in January 
of this year. However, American consumers should not have to rely 
on the oversight function of Congress to make sure drug companies 
tell the truth in their advertisements. It is likely that direct-to-con- 
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sumer ads will continue, and pharmaceutical companies may con- 
tinue using these same questionable practices that were used in 
these three ad campaigns. 

The FDA Division of Drug Marketing, Advertising and Commu- 
nication, DDMAC, is responsible for regulating direct-to-consumer 
ads. Drug companies are required to submit copies of their ads at 
the same time that they are disseminated, but no pre-clearance is 
yet required. If a direct-to-consumer ad is found to be in violation 
of FDA regulations, FDA can issue warning letters for serious vio- 
lations, which may lead to regulatory action by the FDA. However, 
if a company refuses to comply, the FDA cannot impose fines, ex- 
cept through administrative hearings. In other words, the FDA is 
toothless. 

Today we will hear from several witnesses, including the three 
pharmaceutical companies responsible for the Jarvik “food and 
family” and “cancer fatigue” campaigns. We will also hear from 
Kaiser Family Foundation about the effects of direct-to-consumer 
ads, the American Medical Association, regarding their policy on 
the portrayal of health professionals in DTC ads, and the Govern- 
ment Accountability Office concerning FDA’s rules in regulating di- 
rect-to-consumer ads. We will also hear from Dr. Ruth Day from 
Duke University, who will provide an overview of research on how 
people understand and remember information in drug ads and how 
to improve their ability to do so. We will learn some of the tech- 
niques used in broadcast advertisements that affect how consumers 
process the information in direct-to-consumer ads. This information 
may reveal that it is not simply a matter of what is said in a di- 
rect-to-consumer ad, but more importantly, what people take away 
from it. 

The United States is only one of the two countries that allows 
direct-to-consumer ads. Pharmaceutical companies should consider 
it a privilege to be allowed to air direct-to-consumer ads in this 
country. As with all privileges, there are responsibilities, and we 
should make sure that pharmaceutical companies conduct them- 
selves responsibly. The Food and Drug Administration shares the 
responsibility to make certain that drugs are marketed responsibly 
to consumers. I also believe that Congress shares the responsi- 
bility, and I intend to make certain that our committee ensures the 
pharmaceuticals market their products properly. I believe that 
Congress needs to decide whether the U.S. should continue to be 
one of only two countries in the world that allows direct-to-con- 
sumer ads, and if we continue to allow such advertising, whether 
any further limits on direct-to-consumer ads should be required. 
The three ads that we will discuss today are indicative of typical 
direct-to-consumer ad campaigns. It appears that we need to en- 
force significant restrictions on direct-to-consumer ads to protect 
American consumers from manipulative commercials designed to 
mislead and deceive for the profit of pharmaceutical companies. 

I look forward to the testimony of each witness today, and it is 
my sincere hope that today’s hearing will lead to a better under- 
standing of the effects of direct-to-consumer advertisements and 
their proper role in our health care system. 

Mr. Stupak. I will next turn to my friend for an opening state- 
ment, Mr. Shimkus of Illinois. 
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OPENING STATEMENT OF HON. JOHN SHIMKUS, A REP- 
RESENTATIVE IN CONGRESS FROM THE STATE OF ILLINOIS 

Mr. Shimkus. Thank you, Mr. Chairman. 

Today, this subcommittee will conduct oversight on direct-to-con- 
sumer advertising by drug companies. This topic has long been a 
controversial one. I think part of the frustration on our side is that 
some of the premises are not correct, because last fall, when the 
Subcommittee on Health and then the full committee passed the 
FDA Amendments Act of 2007, we created a new standard that 
statements in drug ads must be clear, conspicuous, and neutral. 
We had to weigh concerns about First Amendment and commercial 
speech rights of companies against concerns that drug ads were 
misleading and confusing. 

And before we get started, I think we need to be clear about 
FDA’s authority with respect to drug ads. Contrary to the state- 
ment in the Majority staff memo for this hearing that states, and 
I quote, “If a company refuses to comply with FDA or untitled or 
warning letters, the FDA cannot impose fines or other punish- 
ments, but must instead pursue an injunction from the courts.” The 
FDA Amendments Act specifically gave the FDA power to impose 
civil fines on companies. Section 104 of the Act amends Section 303 
of the Food and Drug and Cosmetic Act and provides that FDA 
may impose civil fines on companies when the direct-to-consumer 
ads are identified as being false and misleading. Granted, the FDA 
has only had this authority since the Act was passed last fall, and 
the Act just went into effect 1 month ago, but they do have the 
power to impose these civil fines. 

And that is part of the frustration. We strengthened the law. We 
gave the FDA power to act, and we haven’t really given them time 
to really impose the civil fines on false and misleading ads. This 
leads me to my concern about the timing of this hearing. This is 
a hearing of the Subcommittee on Oversight and Investigation. Our 
job is to uncover facts and see where the facts take us. While I be- 
lieve that oversight of the drug advertising is important and nec- 
essary, I wonder if this is the appropriate time to be debating these 
issues, at least for some of the topics we will be discussing today. 

As I mentioned earlier, the FDA Amendments Act, which was 
signed into law last fall, created a new standard for statements in 
broadcast drug ads. The regulations to interpret this standard are 
still being drafted. We have given FDA new power to impose fines 
on companies that make false and misleading statements in ads. 
Yet today we are reviewing three ad campaigns that were in place 
before the new law was enacted, and they are now off the air. 
Pfizer pulled its ads for Lipitor, and Merck/Schering-Plough pulled 
its ads for Vytorin in January. Johnson & Johnson’s Procrit ads 
have been off the air for 3 years. 

There have been a number of suggestions in the media and else- 
where about why these ads were pulled. Some have concluded that 
the fact that they were pulled is an admission that the ads were 
misleading or deceptive. Before we make any conclusion about 
these ads, I think we need to take a careful look at the evidence. 
So far the companies have produced thousands of pages of docu- 
ments, perhaps even hundreds of thousands of pages about these 
ads. These documents show how they were drafted, the rough draft 
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of the ads, the companies’ communications with advertising cam- 
paigns and with FDA’s Division of Drug Marketing, Advertising, 
and Communications. We need to determine what the companies 
knew about the science supporting these advertising at the time 
they created the ads. In the case of Vytorin and Procrit, the Com- 
mittee is still investigating the issue of what the companies and 
knew, and in particular, when they knew it. This is a long way be- 
tween finding that language in an ad may be confusing or not as 
clear as possible and concluding that there was an intent to de- 
ceive. We need to be careful about drawing conclusions before we 
have had a chance to review all of the evidence before us. 

I also think it is important to take a step back and put these ads 
into perspective. Americans see these ads all of the time, maybe 
even every day. Research from the Kaiser Family Foundation and 
a representative from the foundation that is testifying today shows 
that two-thirds of Americans believe that these ads helped educate 
them about diseases that they may not have been aware of and 
about available treatment. With regard to what people did after 
seeing the ad, the foundation’s research shows that the vast major- 
ity of people, almost 70 percent, have not talked to their doctors 
about drug ads they have seen. Of those who did, the doctors re- 
sponded in a variety of ways, including recommending lifestyle 
changes, recommending another prescription, recommending the 
drug in the ad, or recommending the over-the-counter drug. In this 
sense, an argument could be made that ads for drugs prompt a con- 
versation that needs to happen between doctors and patients about 
patients’ health and about how a patient should be treated. 

In addition to balancing these benefits, we need to remember 
that there is a First Amendment concern at play here. The case 
law consistently supports the right of companies to engage in com- 
mercial speech. Of course, that speech cannot be misleading or 
false, and it is the FDA’s job to ensure that this does not happen. 
We need to take a look at FDA’s review of these ads, whether their 
system is designed to pinpoint the ads that contain false or mis- 
leading statements, and whether the Agency is taking action. 
Again, this is an unusual time to be looking at this issue, when 
Congress just changed the standard to require a clear, conspicuous, 
and neutral statement about the side effects, and this standard did 
not apply to the ads before us today. 

I also look forward to the testimony of the American Medical As- 
sociation and its thoughts about the role of these ads and the ap- 
propriateness of physicians serving as spokespeople. And once 
again, I welcome Marcia Crosse of GAO, and I am interested to see 
what developments have taken place since GAO issued its report 
in 2006 on direct-to-consumer advertising of drugs. If the purpose 
of this hearing is to improve the accuracy and the clarity of drug 
advertising, I am happy to work with Chairman Stupak and the 
subcommittee members on this issue in a constructive way. 

Again, I thank Chairman Stupak for convening this important 
hearing, and I yield back my time. 

Mr. Stupak. I thank the gentleman. Mr. Green for an opening 
statement, please. 
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OPENING STATEMENT OF HON. GENE GREEN, A 
REPRESENTATIVE IN CONGRESS FROM THE STATE OF TEXAS 

Mr. Green. Thank you, Mr. Chairman. I thank you for holding 
the hearing today on direct-to-consumer advertising. 

From 1997 to 2007, spending on DTC advertising increased by 
almost 300 percent, to $4.2 billion from $1.1 billion. Research has 
shown that for every dollar spent on DTC advertisements, compa- 
nies gain $6 in increased sales. In my opinion, when discussing 
DTC advertising, we only have to say one word, and that is Vioxx. 
When it became painfully clear that the effect of direct-to-consumer 
advertising on the demand for the drug. Upon its approval, Vioxx 
was indicated for a small subset of the population who experienced 
pain and arthritis, but who couldn’t tolerate other drugs. Vioxx was 
never intended for the vast number of Americans who suffer from 
arthritis and joint pain, and yet the drug’s advertisement painted 
a picture of pain-free life, as if Vioxx was the next best thing since 
sliced bread. Soon enough, patients were asking doctors for Vioxx 
and sales began to skyrocket. The ads were so persuasive that it 
became unclear to many Americans, including some in our own 
families, that Vioxx wasn’t readily available to the public without 
a prescription, and maybe a prescription was actually needed. We 
know from the example of Vioxx that not all products are safe, 
even after the approval of the FDA. And post-market studies are 
necessary to ensure the patients’ safety. 

However, many drugs are heavily marketed through DTC adver- 
tisements and consequently, a large number of patients are ex- 
posed to a significant number of health risks. In this hearing, we 
will look at several different issues with DTC advertisements. 
Pfizer’s Dr. Jarvik advertisement and the misleading information 
it contained when patients see an advertisements with a world-re- 
nown inventor, who they think is a doctor or celebrity, they believe 
the product is safe, and yet we soon discover that Dr. Jarvik was 
not a licensed physician. We will also be discussing the Procrit ad- 
vertisements which show cancer patients having increased energy 
after Procrit. The FDA never approved Procrit for treatment of fa- 
tigue. In fact, Procrit was approved to prevent the need for blood 
transfusion in a very specific group of patients. The Committee will 
also look at the Vytorin ads and the fact that they were still being 
broadcast when the study on it effectiveness was delayed for 2 
years. The FDA determined the ads violated policy by not including 
a disclaimer on the effectiveness of Vytorin. 

We should remember there is no way we can determine the full 
range of risk based on clinical trial alone, and in essence, once the 
drug is in the marketplace, it becomes the new clinical trial, and 
DTC does increase the number of individuals who go to their physi- 
cian, but at the same time, it increases the likelihood that more 
people will be exposed to any number of negative effects of these 
drugs before they are thoroughly tested. 

Mr. Chairman, again, I thank you for holding the hearing. I will 
yield back my time. 

Mr. Stupak. I thank the gentleman. Mr. Burgess for an opening 
statement, please? We have five votes on the fioor, but we are 
going to try to get as many openings in as we can before we leave. 
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OPENING STATEMENT OF HON. MICHAEL C. BURGESS, A 
REPRESENTATIVE IN CONGRESS FROM THE STATE OF TEXAS 

Dr. Burgess. Thank you, Mr. Chairman. I appreciate your cour- 
tesy, and thank you for holding today’s subcommittee hearing on 
the issue of direct-to-consumer advertising. It is an important as- 
pect of one of the things that we are obligated to have under our 
study here at our committee. 

One of the things that concerns me greatly is the issue, and we 
just heard Mr. Green talk about Vioxx, of aftermarket surveillance, 
Mr. Chairman. This committee did a great deal of work with the 
FDA reauthorization last summer, and the Reagan-Udall language 
in that legislation, which was to allow for post-market surveillance, 
which was to allow the exact same of surveillance to which Mr. 
Green just alluded, was unfortunately not funded in the USDA ap- 
propriations bill last summer, for reasons, quite frankly, I don’t un- 
derstand. We managed to do several earmarks in that appropria- 
tions bill, but can’t seem to find the money to fund the very critical 
aftermarket surveillance, which would answer some of the ques- 
tions that we have here in front of us today. 

I will just say in my years as a practicing physician, I wasn’t a 
great fan of direct-to-consumer advertising, but I recognize it does 
have a function in patient education. Certainly, the Vytorin com- 
mercial that you aired for us just a few moments ago has never 
been my favorite commercial. I have sometimes wondered about 
the actual content of that commercial, but it does provide a bit of 
patient education in that there are two sources for elevated choles- 
terol, and it is important for patients to understand that if they are 
going to play an active role in the maintenance of their health and 
the ability to lower their cholesterol function overall. 

Dr. Jarvik’s appearance on the other commercial that you aired, 
I am trying to see where the inappropriateness of that occurred. I 
have reviewed the criteria that was laid out for us by the president 
of the AMA. I will confess to you that I don’t see the problem that 
was in that ad. There is no question that the introduction of statins 
into the armamentarium of the average primary care physician has 
made a big impact on the reduction of hearth disease in this coun- 
try, and as a consequence, I think it is 800,000 premature deaths 
from cardiac disease have been prevented by the introduction of 
those types of medicines, so there has been significant savings to 
the Medicare program because of the introduction of these types of 
medications, so it is, to me, a little bit of a mystery why we are 
including that in the body of evidence that we are studying today. 

Mr. Chairman, there are a variety of things that go into the deci- 
sionmaking process between a doctor and a patient when the deci- 
sion time comes for prescribing a medication. This is something 
that came home to me when we were undergoing the process of re- 
writing the FDA Reauthorization Bill last summer, and the enor- 
mous responsibility that is laid upon each of us on this committee 
to do the correct thing so that the practice of medicine is not com- 
promised in this country. I want us to be very, very careful as we 
proceed down this road, because honestly, I can see that we could 
make some decisions that would be not in the best interest in al- 
lowing the physician and the patient to have all of the information 
before them when they make decisions. I mean, after all, we want 
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there to be more transparency in the practice of medicine today. 
We want our patients to become more active participants in not 
just the maintenance of their health but the treatment of their dis- 
ease, and this is yet one additional tool that is available to them. 

And one other thing I would just say, and I will be interested 
when we hear from the GAO testifying today, the bar graphs that 
show the increase in the amount of direct-to-consumer advertising 
that has occurred since 2004, and I just am curious as to whether 
or not we subtracted the public-service-type announcements like for 
the PPA bus that Montel Williams takes around the country, if 
that type of advertising is included in that block of data shows an 
increase. I am curious about that because the amount of time and 
effort that was spent of marketing drugs to treat erectile dysfunc- 
tion seemed to me to be disproportionate. And I have always con- 
sidered that the companies would do themselves a great favor by 
increasing the public-service part of their announcements and not 
just the marketing of lifestyle drugs. 

But it is an interesting topic, Mr. Chairman. It is a timely topic, 
and I will yield back the balance of my time. 

[The prepared statement of Mr. Burgess follows:] 

Statement of Hon. Michael C. Burgess 

Thank you Mr. Chairman and Ranking Member Shimkus. 

Today the Health Subcommittee is also holding a hearing on the issue of stem 
cells; therefore, unfortunately, I will be splitting my time today between these two 
hearings. I apologize in advance for my attendance. 

Mr. Chairman, as the only member of this subcommittee to have actually had a 
patient come to them after watching a direct-to-consumer advertisement, I’d like to 
offer my perspective. At times, I did have patients that came to me and asked for 
a certain medication because they saw the proposed benefits of a drug that was ad- 
vertised and had self-diagnosed themselves. This is a reality, it does occur. However, 
as the physician, it was my responsibility to diagnose the patient, and it was my 
responsibility to write the prescription for the medicine. This responsibility isn’t ab- 
dicated just because a patient watches an ad on TV. 

While direct-to-consumer ads are made for the benefit of marketing specific drugs, 
in my opinion, the true benefit is that they make people stop and think about their 
health problems and then seek medical attention. Mr. Chairman, I think we can all 
agree that society in general benefits when people are proactive with the healthcare 
needs. 

However, I clearly don’t believe that direct to consumer advertisements should 
ever be misleading or deceitful. That’s one of the reasons that I supported, along 
with the bipartisan leadership of this Committee, H.R. 3580, The FDA Amendments 
Act of 2007. This legislation, which was just signed into law on September 27, 2007, 
addressed this very issue. HR 3580 amended the Food, Drug and Cosmetic Act to 
1) require that the major statement about side effects be clear, conspicuous and neu- 
tral, and 2) that the FDA has the power to impose civil fines when ads have false 
or misleading statements. 

Mr. Chairman, this newly enacted legislation deals with this very issue we are 
discussing today. Couple this with the fact that the Food and Drug Administration, 
the Agency that has the power to enforce this law wasn’t asked to testify, I’m not 
really sure of the purpose of this hearing. 

I yield back the remainder of my time. 


Mr. Stupak. I thank the gentleman, and as a member of this 
committee, and a physician, I hope you will stay at least through 
our first panel. I think you will find it very educational from a per- 
spective of a physician and also a member of this subcommittee. 

Dr. Burgess. If the chairman will yield, just as a housekeeping 
issue, we do have the other hearing going on as stem cells. 



9 


Mr. Stupak. Right, I realize that. That is why I said that. You 
have been an active memher. I just want to give you a double op- 
portunity to get educated today. 

Mr. Waxman? 

OPENING STATEMENT OF HON. H ENRY A. WAXMAN, A REP- 
RESENTATIVE IN CONGRESS FROM THE STATE OF CALI- 
FORNIA 

Mr. Waxman. Thank you, Mr. Chairman. Both the good doctor 
and I are involved in both subcommittees, so we are going to be 
doubly educated on two different topics today, but I appreciate the 
fact that you are holding this hearing, because the United States 
is one of only two countries in the world that permits direct-to-con- 
sumer advertising of prescription drugs. After all, these are not 
over-the-counter drugs. A doctor has to give a prescription. And yet 
the billions of dollars in advertising directed to consumers pays off, 
because there is an increase in the purchase of drugs. 

Now, if we look at an ideal world, one would hope that the FDA 
would be approving a drug, and we would know that it is going to 
be absolutely safe and effective. That is what their objective is sup- 
posed to be, but we don’t live in a perfect or ideal world, and when 
a drug first goes on the market, we don’t have every confidence 
about its safety. Sometimes we have to wait for a greater popu- 
lation to use the drug before safety problems do occur. Now, if FDA 
has no other choice but to approve drugs based on this imperfect 
knowledge, they have to wait, then, because their preapproval is 
much smaller. So we look to what the Institute of Medicine has to 
say about this matter, because they have studied it carefully. 

In 2006 they had a groundbreaking study, and they expressed 
some serious reservations about direct-to-consumer advertising. In 
their report, they cited the distortion of drug usage practices 
caused by DTC ads, in which the use of more expensive drugs are 
increased, but there may be effective drugs that are less costly, es- 
pecially if they are lower-cost generics, that are not being used be- 
cause of the heavy advertisement steering consumers to the more 
expensive drugs. The lOM also described the mixed effects that 
DTC has as an education tool. It conceded that consumers might 
learn about conditions or disease through a DTC ad that they 
might not otherwise have been aware about. On the other hand, 
the report cited that many ads overstate the benefits of a drug 
while understating the risks. Well, that is the commercial advan- 
tage of the drug manufacturer, and the lOM said that the DTC ads 
have an impact when people don’t get the full information. 

Physicians themselves provide evidence that DTC ads do work. 
Surveys vary but roughly half of the physicians report that when 
a patient asks them for a specific drug, they prescribe it. Well, the 
lOM recommended that FDA be given some new authorities aimed 
at DTC advertising, specifically out of a concern about that rapid 
uptake of new drugs with unknown risks caused by DTC ads. The 
lOM thought Congress should give FDA the authority to restrict 
advertising on a case-by-case basis during the first 2 years when 
a drug is on the market. When we considered FDA amendments 
last year, we tried to include that kind of provision. The original 
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bill would have given the FDA the authority to limit the advertise- 
ments to consumers of newly approved drugs, while the Agency is 
still reviewing the safety concerns of the drug for a period of up 
to three years. FDA could have restricted DTC ads, only if it deter- 
mined on a case-by-case basis that additional data about serious 
risks needed to be compiled after approval and that the public 
health could not be protected by less restrictive means, like a dis- 
closures statement. This authority fell clearly within the bounds of 
the first amendment, and I was disappointed that we didn’t ulti- 
mately hold onto it. The final legislation only included some ex- 
tremely limited provision and some very loss civil monetary pen- 
alties for false and misleading ads. They simply would not give the 
FDA the tools it needs to address what I think is a very concerning 
practice. 

I want to mention briefly another concern that I have. DTA ad- 
vertising is a critical issue. It actually represents a relatively small 
fraction of all drug promotion activities. In fact, I am more con- 
cerned about the practice of advertising to physicians. That form 
of promotion occurs much more frequently and outside of the public 
view, so it receives less scrutiny by the American public. We know, 
though, that it is inside the doctors offices where the most persua- 
sive and effective advertising really goes on. Their promotional doc- 
uments are accompanied by meals for the entire staff, tickets to 
sporting events, personalized gifts. Obviously, this is a topic for an- 
other day, but I do hope that we will have an opportunity to ad- 
dress it soon. 

Mr. Chairman, I look forward to the haring. I thank you again 
for convening us, and I hope this will be a beneficial education for 
everyone involved. 

Mr. Stupak. Thank you, Mr. Waxman. 

We have five votes on the floor. One is a motion to recommit, 
which will be intervened by a 15-minute vote, so we are going to 
recess for one hour. Mr. Whitfield said that he will graciously hold 
his opening statement until then, and we will come back and have 
Mr. Whitfield’s opening statement, and we will have a couple of 
hours to get through this hearing. So we will be in recess for one 
hour. 

[Recess.] 

Mr. Stupak. The hearing will come to order. When we left for 
our extended recess, Mr. Whitfield was waiting patiently for his 
opening statement, and the gentleman will now be recognized for 
his opening statement. 

OPENING STATEMENT OF HON. ED WHITFIELD, A REPRESENT- 
ATIVE IN CONGRESS FROM THE COMMONWEALTH OF KEN- 
TUCKY 

Mr. Whitfield. Mr. Chairman, I thank you and I certainly want 
to thank the witnesses today, and we apologize for the delay, which 
seems to be not uncommon here in the House. 

This obviously is quiet an important hearing that we are having 
here today, and I do think it is important to reiterate what some 
other members have said that there is a basic legal principle in the 
United States about free commercial speech. And I, for one, do not 
really have a problem with advertisement of medical products on 
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televisions, because I genuinely believe that one of the problems in 
our healthcare system today is a lack of information, and I know 
that one of the members mentioned the fact that for every $1 of 
advertising that drug companies do on television, there is $6 of rev- 
enue for that product, and I think Dr. Burgess touched on the fact 
we do not know, however, what healthcare dollars have been saved 
by patients using medicines that may have been advertised on tele- 
vision. 

So I think to have just sort of a blanket criticism of advertise- 
ment by drug companies is not really accurate, or is not correct. 
Obviously, we cannot stand for misleading advertising, deliberately 
misleading the American people, and we do have rules in effect re- 
lating to the FDA and ads that are put on television relating to 
medical care for patients, but as we have this hearing, and we have 
had others on this subject matter, we will value the input that the 
witnesses have today because I think the bottom line is the more 
we have patients talking to their doctors and the more information 
that patients have, I think that gives us the best opportunity to 
provide good healthcare. That is, I want to reiterate, once again, 
we certainly are not going to stand for or put up with or allow mis- 
leading advertisement or advertisement that is blatantly incorrect. 

So with that, I look forward to our hearing today, Mr. Chairman, 
and I think this is a very important area for us to continue to look 
at. Thank you. 

Mr. Stupak. Thank you, Mr. Whitfield. Mr. Barton and Mr. Din- 
gell are going to try to make it. If they do come, we will have them 
give their opening statements at that time. 

But that should conclude the opening statements of the mem- 
bers. Members are back and forth between the health sub- 
committee, so we will begin with our first panel. Now, the first 
panel is Dr. Ruth Day, who is director of medical cognition labora- 
tory at Duke University. Dr. Day, would you please come forward? 
And Dr. Day, it is the policy of this subcommittee to take all testi- 
mony under oath. Please be advised that you have the right, under 
the rules of the House, to be represented by counsel during your 
testimony. Do you wish to be represented by counsel. Dr. Day? 

Ms. Day. No. 

[Witness sworn.] 

Mr. Stupak. Let the record reflect the witness replied in the af- 
firmative. You are now under oath. 

By the agreement of both parties. Dr Day is going to have a little 
extra time for her opening statement. So Dr. I)ay, we traditionally 
keep it at 5 minutes, but we are going to extend you a courtesy of 
a little extra time because of the expertise in which you want to 
explain to the Committee. So I will let you begin your testimony, 
doctor. 

TESTIMONY OF RUTH S. DAY, PH.D, DIRECTOR, MEDICAL 
COGNITION LABORATORY, DU KE UNIVERSITY 

Ms. Day. Thank you and good afternoon. My name is Ruth Day. 
I am a faculty member at Duke University and director of the med- 
ical cognition laboratory there. My expertise is in cognitive science, 
how people understand, remember and use information. I rec- 
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ommend that everyone consult the screen. I am going to he show- 
ing visual displays throughout my testimony. 

I am not here today as a naysayer. I am not here to say that di- 
rect-to-consumer adverting is had and should be withdrawn from 
the market. I am also not here as a yea-sayer. I am not here to 
say that direct-to-consumer adverting of prescription drugs is good 
and should be retained. Instead, I am here to report research on 
how people understand and remember information from these drug 
ads. 

This research was not funded by any drug company, ad agency, 
advocacy group, or government agency. So the basic question is 
how do people understand information about drugs. And the an- 
swer is with difficulty. And there are many possible reasons for 
this. There is a very heavy information load. There can be complex 
and technical information and so forth; however, I am going to 
focus on the problem of cognitive accessibility. 

Cognitive accessibility is the ease with which people can find, un- 
derstand, remember, and use drug information, and hopefully in a 
safe and effective manner. Cognitive inaccessibility occurs when- 
ever people have trouble doing any one or more of these things. Re- 
search in my lab looks at drug information from a variety of 
sources, from television to the Internet to hardcopy, and here are 
just some of the types of information sources that we do study. 
DTC, or direct-to-consumer, advertising does take place in all of 
these areas, but today, I am focusing just on our research on the 
prescription drug ads on television. 

Our basic approach and research has three parts. We begin with 
a cognitive analysis of the ads, so wherever they have come from, 
in this case television, we obtain quantitative measures of cognitive 
accessibility and calculate various scores, put them together, and 
then we compare the cognitive accessibility in the presentation 
methods for benefits versus risks in particular, and other things as 
well. We then develop an enhanced version if we think there is a 
problem, where we enhance the type of information that is dis- 
advantaged, and we retain exactly the same information, but just 
present it in a way that people are more likely to get it. Then we 
perform cognitive experiments to test for the effects on attention, 
comprehension, memory, problem solving, decisionmaking behavior, 
and when we can, ultimately, health outcomes. 

Many cognitive principles underlie this research that are well- 
known and documented. I have time to only address a few of them 
today as shown on the screen. 

[Slide shown.] 

Language difficulty or level, chunking, location, speed, and atten- 
tion, which I will be describing shortly. 

So how do we get these TV ads that we analyze? We have been 
collecting them since the year 2000, continuously, through today 
and beyond, and we essentially use the broadcast-capture method. 
We record on a daily basis, and capture the ads that are embedded 
in the various programs. Therefore, we do not target specific health 
conditions or specific drugs; we study all of them. 

I am going to start with some of our research from the early 
years, 2000-2001, and we continue on these today, but just to get 
us started what our original findings were. Here is the way a typ- 
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ical experiment goes. We show people a TV ad, and then after- 
wards, we test them on their knowledge about the benefits and the 
risks and other types of information. We use a variety of cognitive 
tasks. I will only have time to, really, tell you about one type of 
task today. So when we ask people, “well, what is this drug used 
for,” we then plot percent correct, as a function of what drug ad 
they saw, and here are some early results for three drugs: Paxil, 
Nasonex, and Orthotricyclen. And the results are good. People 
know what the drug is used for, ranging from about 70 to 90-plus 
percent correct. That is good. When we asked for the same ads, and 
what are the possible side effects that were presented in the ad, 
performance goes way down. So here we have benefits; here we 
have risks. So people are not getting this information well at all. 
Averaging over many experiments on many ads, on average, we 
were getting about 80 correct on the benefits and about 20 percent 
on the side effects, with variations across specific ones, of course. 

So how are these benefits being presented that enable people to 
understand and remember them? Well, here is an example where 
you are told something about a foot-long frank and your grandpop 
Frank and so on, and so this ad does bring forth the idea of two 
sources of cholesterol: food and family. And the way the benefits 
are handled is very effective. Here is a case for Wellbutrin XL, and 
there are two main messages in the ad, that it treats depression 
with a low risk of sexual effects. And we find that they repeat the 
low risk of sexual effects so often that that is almost a stronger 
message than what the drug is for. Here are other cases where 
there is great care taken in presenting the benefits. For example 
in Creator, the mantra “down with the bad; up with the good” type 
of cholesterol is very effective. And the others are all effective as 
well in presenting two concepts, many of which are difficult to un- 
derstand, and they are getting across and people understand them. 

What about the risks? Well, before I show you how the risks are 
presented and what the consequences are, let us raise this ques- 
tion: why should the public know about risks? Here is a quote. 
“Drug information should be provided only in such medical terms 
as are unlikely to be understood by the ordinary individual.” And 
that came out in the U.S. Code of Regulations, 1938, and that was 
a view that prevailed at that time. 

Today, there are people who have viewpoints, both pro and con, 
as to what and how much consumers should know about the poten- 
tial risks of drugs. Those on the pro side cite it is important for 
patients to have informed consent about what they are taking, and 
understand what it is and then participate in decisionmaking with 
their physicians. For example, they might try lifestyle changes be- 
fore going to a medication, or just go forward on the medication. 
And one I find particularly convincing is that then they would have 
a better idea of what appropriate action to take should any of these 
side effects occur. On the con side, some people say if you tell peo- 
ple too much about the risks they will be scared, they can’t under- 
stand them anyway, maybe they won’t comply, and so on. So there 
are these differing views today, but the balance has swung, very 
considerably toward the pro side. 

So now going back to the original finding that people know a lot 
about the benefits after an ad and not much about the side effects. 
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why is this so hard? There are many possible reasons, such as this 
fear idea, their motivation, education, health literacy, and so on. 

So let’s see how we look at what is going on here. When we cap- 
ture an ad, one of the first things that we do is to get a transcript, 
and by this, I mean the soundtrack, the spoken transcript by the 
voiceover or the characters on the screen, and we look at all of it, 
but we focus primarily on the benefits and the risks. So let’s look 
at the language level that is used. There are many linguist meas- 
ures that we use in our research, some of them complex, from word 
selection and grammatical structure, logical structure, cohesion, 
readability measure, and so on, but all of them speak to com- 
prehensibility, how easy would it be to understand. 

Here is one of our first studies from 2001, 29 drug ads, and if 
you look, averaging across all of them, what grade level of com- 
prehension would a person need in order to understand the bene- 
fits is about a sixth-grade grade level. That is pretty good for a 
general population. What grade level of comprehension would they 
need in order to understand the side effects is about a ninth-grade 
level, so that is three grade levels higher in order to understand 
the side effects as opposed to the benefits, so that is what part of 
the problem is. And this is an average across many ads. Some are 
even more extreme than shown here. One we collected that you 
had to have eight grade levels higher to understand the side ef- 
fects, but of course not all of them show this pattern, and some are 
more equally balanced. 

So now, let’s look at a speaker timeline for a drug. 

[Slide shown.] 

The yellow boxes show when someone is speaking and just the 
straight black lines are when there is some silence, and there is 
time going from left to right. All right, this is a particular ad for 
Allegra, and it started out in the first yellow box, and it said it is 
allergy season or Allegra season. And then there was a pause, and 
then there was a message, again a positive message, and a pause, 
and then there was a long block where it started by talking about 
what the side effects were and went immediately into other infor- 
mation, so the point about this display is that for the first blocks 
of information, there is what we call chunking. You put together 
a set of information, and then you separate it from surrounding in- 
formation, in this case with silence, and that helps mental diges- 
tion, so to speak. Whereas, in the long block, after you say the side 
effects, if you keep talking, there is less opportunity for that to 
happen. So that is a case where the side effects are being disadvan- 
taged in that criterion. 

Let us talk about location of information. There is a well-known 
phenomenon in the memory literature about what happens if you 
present a list of things for people to remember, whether they are 
words or number of whatever, when you then plot percent correct 
as a function of the location of the items in the list, this typical 
finding comes out, and this has been repeated time and time again. 
This is a well-known phenomenon. People remember the informa- 
tion better at the end of the list and the beginning of the list and 
have trouble with the information in the middle, and it is in the 
middle and a little bit past the middle, so on the screen, in the 
middle and toward the right, so to speak. 
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So now, let us use this to ask the question, where is the location 
of side effects in, say, this group of ads that we captured? We are 
going to look, for each ad, where, in time, were the side effects pre- 
sented. So we are looking at location as a function of elapsed time. 
And there are the results. The pink bars are just for each drug, 
and I have put a box around to show that it is approximately 60 
to 85 percent of the time elapsed when the side effects come in. 
When we combine all risks, and risks include not only side effects, 
but contraindications, who should not take a drug, interactions 
with other drugs, and so forth, you will see that exactly the worst 
location is being used for this negative information about the pos- 
sible risks of the drugs. So clearly, the risks are being presented 
in an unfavorable location, but you might say what effect does loca- 
tion have on cognition? For mental processing we need evidence. 

So we produced our own little TV ad for a hypothetical drug 
called Flu-Aid, and its structure and content is exactly like typical 
drug ads, and our purpose is to vary specific factors to observe ef- 
fects on cognition. And so people would see the ad, and on a ran- 
dom basis, half of them would hear the side effects in the usual un- 
favorable location and/or in a more favorable location with the 
exact same visual and auditory information. They differ only in the 
location of where the side effects are presented. 

We are now going to plot percent-correct side effects for those 
two locations, and people who received the information in the unfa- 
vorable location did not do well. People who received it in a more 
favorable location did very well. In fact, there is a 100 percent in- 
crease in what they knew right after the ad. There were still some 
people who were unable to report any side effects at all, but vir- 
tually of them, nearly all of them, had had the ad with the infor- 
mation in the unfavorable location — a big difference there. 

Let us now talk about speed. There are two interesting ads from 
2005, both for sleep medications Ambien and Lunesta, where there 
were some interesting variations in speed of speaking during the 
ad, so we counted the speed of speaking, in terms of syllables per 
second, and here for the Ambien ad, there was a speed up when 
the information came for the side effects, whereas the Lunesta, 
there was no speed up. And so we did an experiment with both of 
these ads. We are focusing just on the speed, now, of the side ef- 
fects, which Ambien being twice as fast, approximately, than 
Lunesta. And you could still say, so what? Just because it speeds 
up, does speed effect knowledge that people take away, and the an- 
swer is, yes, indeed. So the faster they spoke, the less that people 
took away. 

The final one is about attention, and for this I am going to be 
relying on an ad campaign that started in 2005 and continues 
today for Nasonex. This is the Nasonex bee, a very charming char- 
acter with a foreign accent, very appealing. And we were testing 
this in the laboratory, and we found people weren’t remembering 
the side effects at all. And we were wondering about this. It only 
had five side effects, and the limits of short-term memory are ap- 
proximately seven, plus or minus two, so it is well within that, but 
it was particularly low. And when we analyzed the ad, we found 
that there was some interesting visual effects going on during the 
speaking of the side effects. So instead of showing you the video. 
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I have some stop-action shots of what the hee does here. So if you 
will fix your attention on where the red arrows are on his wings, 
I will now show you some screenshots, and watch what happens. 

[Slide shown.] 

Did you see how the wings moved and also flashed? That was 
going on during the side effects. Right afterwards, there was a sec- 
tion on benefits, and during this point, this part, the bee was hov- 
ering, and you could barely see his wings at all, during the expres- 
sion of the benefits at the end of the ad. So we counted the number 
of wing flaps per second for the benefits section versus the side ef- 
fects that I have described and found that there were many more 
wing flaps going on during the side effects section, and there were 
also some flashing effects going on — might have been graphic art 
effects — and these were all going on during the side effects and 
very little light during the benefits. So all of these wing flaps and 
wing flashes and sparkly things essentially divided the attention of 
the viewers. Instead of concentrating on the auditory channel 
where the side effects were being presented, they were pulled away 
to the visual channel, and thus led to decreased knowledge, and 
there were many more comments from this particular ad that there 
weren’t any side effects. People actually denied — they didn’t say 
any. 

And I first presented these results at an FDA public meeting on 
direct-to-consumer advertising in November of ’05, and early in ’06, 
there were new versions of this ad. In one, during the side effects, 
the bee had soft, black wings. In another, he was just hovering, 
and you couldn’t see any wing action much at all. In another there 
was no bee at all. And so we did a head-to-head comparison in a 
laboratory experiment between the original wing flap ad and the 
hover ad and looked at how much people knew about the side ef- 
fects, and as you can see, everything else was the same, the side 
effects and so on, but they got much more of a take-away message 
about the side effects from the hover ad. So this is an example of 
visual distraction, only one of many techniques that can be used. 

So to go back to the original question, why is it hard for people 
to get the information about risks, and particularly side effects, 
many of these cognitive principals, only few of which I have been 
able to talk with you about today, are indeed responsible, and we 
have tested them experimentally in the lab. 

So here are some conclusions. There is currently, and has been 
for a long time, an unfair balance between the presentation of the 
risks and the benefits in these ads. Now, when I say unfair bal- 
ance, I mean in terms of the cognitive accessibility, the presen- 
tation techniques that make it easier or harder for people to get 
the information. I am not talking about fair balance, as the FDA 
does, as to what is in the ad. The business of what is in the ad 
is the company’s and the FDA. What I am talking about is given 
what is in the ad, how cognitively accessible is it to the viewer. So 
since the year 2000, as we reported many of the results, there have 
been changes, and many of them have been addressed to our par- 
ticular results in some ads, but there certainly need to be many 
more. 

Otherwise, we are in the following situation: that the ads are 
pressing risk information, they are physically present, but function- 
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ally absent. What is the good of having information that is phys- 
ically present versus functionally absent? It fulfills certain legal re- 
quirements, but it is not communicated to the intended audience. 

So some recommendations: we need to have an evidence-based 
approach in evaluating these ads, to be used by industry and the 
regulators as well, using the same criteria. So say for example, for 
location and speed and other things, to have a checklist with the 
same quantities measure, and make sure that the treatment of 
benefits is as good as the treatment for the risks — they are roughly 
balanced, and then we can get into fair balance of the cognitive ac- 
cessibility of both types of information. Otherwise, here is the final 
point, risks go like this: we send them out the viewer, and they go 
up over their head and gone. But I think we can this information 
into the head, and in order to do it, we need to increase cognitive 
accessibility. 

This concludes the formal presentation of my testimony. But Mr. 
Chairman, I would like to comment that at the House request, I 
have examined ads for the hearing, and if you would like that com- 
mentary now, I will do it. 

Mr. Stupak. If you would, do so quickly. 

Ms. Day. OK, very quickly, we were able to conduct full experi- 
ments on two of the ads, and I will show you. For the Lipitor ad, 
here is the same set of results for how well they did in getting the 
benefits versus the risks, the same kind of pattern. For the bene- 
fits, one benefit came across much better, the lowering of the cho- 
lesterol, than of reducing the risk of heart attack, and for the side 
effects, neither came across well, that there could be muscle pain 
or weakness. And I do not think it is the fault of this ad. I think 
it is the problem with the statins in general. This is a very serious 
side effect that can occur with the statin drugs, but when you say 
muscle pain and weakness, these are things that the public has ex- 
perienced many times, and they don’t understand how serious, 
taken together, they can be. 

And there was another thing in here that all of the statin ads 
tend to have something like: you need simple blood tests to check 
for liver problems. And we asked people are there any medical 
tests you should have, and they did pretty well. Most said yes, but 
when we asked what are they for, they really didn’t know. Most 
said they didn’t know; some said liver tests, and then I didn’t even 
list all of the others. They are all over the place. 

So when we asked people when should these tests take place, 
nearly all of them said before you take the drug. It qualifies you 
to take the drug. So there is no sense that certain drugs can effect 
liver function and other function while taking them or that the test 
might be a monitoring later on, so that is general thing where we 
need some public education about what it means when these state- 
ments are made. 

The other one that we were able to do testing on is Procrit, and 
there is its profile in terms of what people could report about the 
benefits and risks, a little bit more in balance here, and both of the 
messages came across strongly, that it does something for red blood 
cells and also your energy level and so forth. And there was some- 
thing interesting about side effects, that one they got, the one 
about diarrhea, but not the other one because it was called edema. 
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and I don’t think the general public knows that edema means 
swelling. So this is just a simple case that had they used the term 
swelling, they probably would have done much better. 

That concludes my review of those ads. 

[The prepared statement of Ms. Day follows:] 
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Direct-to-Consumer Drug Ads: 

What Do People Understand and Remember? 

Ruth S. Day^ 

Duke University 


Introduction 

I am a faculty member at Duke University and Director of the Medical Cognition Laboratory. My 
expertise is in cognitive science - studying how people understand, remember, and use information. 

I am not here today: 

—to be a nay-sayer - to say that DTC ads are bad and should be withdrawn from the market. 

I am not here today: 

-to be a yea-sayer - to say that DTC ads are good and should be kept on the market. 

Instead, I am here: 

-to report research on how people understand and remember information in DTC ads. 

This research has not been funded by any pharmaceutical company, advertising agency, advocacy 
group, or government agency. 


Basic Question 

The basic question is - How do people understand drug information? 

The answer is - with difficulty. 

There are many possible reasons for this difficulty - for example, there can be a heavy information 
load, complex and technical information, and so forth. 

However our focus today is on “cognitive accessibility.” 

“Cognitive accessibility” is the ease with which people can find, understand, remember, and use 
drug information, and do so in a safe and effective manner (Day, 2006). Cognitive in-accessibility 
occurs whenever people have trouble with any one or more of these processes. 


Research Approach 

Research in my lab examines a wide variety of drug information sources including television, the 
internet, and hardcopy, DTC occurs in all these environments, but today the focus is on television 
ads for prescription (Rx) drugs. 

The basic research approach has three phases. 


Box 90086 / Duke University / Durham, NC 27708-0086 / mthday@duke.edu 
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In the Cognitive Analysis Phase , we obtain quantitative measures about how information is 
provided, calculate cognitive accessibility scores, and compare the cognitive accessibility of 
information about benefits vs. risks. 

In the Enhanced Display Phase , we keep the same information, but provide it in more cognitively 
accessible ways, based on well-established cognitive principles. 

In the Test Phase , we perform cognitive experiments to test the effects of the Original and Enhanced 
versions on various cognitive processes such as attention, memory, comprehension, problem 
solving, decision making, behavior, and ultimately health outcomes. 

Many cognitive principles underlie this work, including various language properties, chunking of 
information, location of information, speaking speed, and divided attention, as I’ll describe shortly. 

We have been collecting television ads for prescription drugs continuously since the year 2000. We 
record several hours from broadcast channels on a daily basis, then extract the prescription drug ads 
that occurred. Therefore we do not “target” any specific health conditions or drugs - we study all of 
them. 

Major Finding 

In a typical experiment, research participants view an ad (or multiple ads), then complete a series of 
cognitive tasks that examine their attention, comprehension, memory, and/or problem solving. A 
major finding concerns what happens when we ask them to report benefits (e.g., what the drug is 
used for) vs. what the possible side effects are (a type of risk). They are asked to answer based only 
on what was in the ad, not any prior knowledge they might have. People do much better in 
reporting the benefits than the side effects, as shown in Figure 1 . 
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Figure I - Percent correct free report for 
benefits vs. side effects (averaged 
across multiple experiments). 


Why should consumers know about risks? There are many views about this question. For example, 
the 1938 U.S. Federal Regulations says that, “Drug [information] should be [provided] only in 
such medical terms as are not likely to be understood by the ordinary individual.” Today 
some stakeholders argue that providing too much risk information could be harmful - it could 
frighten or confuse patients, decreasing chances that they will comply with prescribed medical 
treatment. Others argue that consumers have a right to know what side effects might occur, so they 
can discuss treatment options with their physicians, take drugs in a safe manner, and know what 
action to take if any side effects occur. 
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Presentation of Benefits vs. Risks in Rx TV Ads 

Benefits 

The cognitive accessibility of benefits is generally high in Rx TV ads. For example, more time is 
devoted to them, the name of the drug and its benefits are usually repeated multiple times, and the 
language used to express them is usually easy to understand. Sometimes even complex concepts 
are provided in easy-to-understand ways, such as the role of food and genetics in affecting 
cholesterol levels, that a given drug affects both “good” and “bad” cholesterol in helpful ways, or 
that a given drag contains two drugs to treat two health conditions at the same time. 

Risks 

The cognitive accessibility of risks is generally low in most ads. For example, the information is 
often presented using more difficult-to-understand language, without “chunking” key information 
(separating it from surrounding information with pauses), providing it in unfavorable locations, 
using a faster speech rate, and/or providing visual or auditory distractions at the same time. 

Sample Experiments 

Examples of these cognitive accessibility factors and how they affect cognition are shown in the 
next slides. 

Insert slides here 


Conclusions 

Overall, side effects and other risks are disadvantaged relative to benefits - the techniques used to 
present them often render them lower in cognitive accessibility. Although these cognitive 
accessibility problems are widespread, not all ads have them. This research shows that people have 
trouble understanding and remembering drug risks; however they improve when appropriate 
cognitive accessibility principles are used in the ads. For example, laboratory experiments show 
that viewing a given ad with speed-up of the spoken side effects makes it hard to remember what 
they were, while the same ad with no speed-up yields better performance. 

Since these results were first reported, there have been some positive changes in some ads, for some 
cognitive accessibility factors. However many more are needed. Otherwise, risk information will 
continue to be physically present but functionally absent in many ads. 

Recommendations 

An evidence-based approach is needed (for both industry and regulators) to evaluate ads in terms of 
cognitive accessibility factors such as those described here. Separate analyses of benefits and risks 
are needed, to ensure that there are no major discrepancies in their cognitive accessibility. Ads with 
unfavorable cognitive accessibility scores - known to decrease comprehension and memory - could 
then be modified; in some cases additional cognitive testing may be useful. If done prior to airing, 
this approach could save considerable time and provide ads that are more useful to consumers. 


Reference 

Day, R.S. (2006) Comprehension of prescription drug information: Overview of a research program. 
Proceedings of the American Association for Artificial Intelligence, Argumentation for Consumer 
Healthcare, aaai.org. 
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Mr. Stupak. I thank you, doctor. Before we go to questions, Mr. 
Dingell, would you wish to make an opening statement, sir? 

Mr. Dingell. Mr. Chairman, I won’t impose upon the Committee 
by submitting an opening statement in so many words. I will ask 
unanimous consent that I be permitted to insert that in the record 
in the appropriate place and fashion, and I thank you again for 
your courtesy, but also commend you for your vigor and your en- 
ergy in conducting this. And while I am at it, to the witness. Dr. 
Day, thank you for your very fine presentation. 

[The prepared statement of Mr. Dingell follows:] 

Statement oe Hon. John D. Dingell 

Mr. Chairman, thank you for holding this important hearing on the risks of di- 
rect-to-consumer advertising of drugs. 

In the wake of revelations concerning the safety problems surrounding widely ad- 
vertised drugs such as Vioxx and Ketek, we must ask how well the policies that gov- 
ern direct-to-consumer advertising are serving the American people. Direct-to-con- 
sumer or "DTC" advertising of new drugs has been particularly problematic for new 
drugs that may lack a broad safety record. 

About 10 years ago, the Food and Drug Administration (FDA) relaxed its rules 
for direct-to-consumer advertisements of prescription drugs, making the U.S. one of 
only two countries in the world that allow such marketing. Since then, Americans 
have witnessed a flood of DTC ads, particularly on television. 

In fact, spending by drug companies on DTC ads has grown exponentially since 
1999. And it is no wonder-research shows that for every $1 spent on DTC adver- 
tising, up to a $6 increase in drug sales result. 

The drug industry asserts that these drug ads benefit the public health by edu- 
cating both consumers and physicians about disease and potential drug therapies. 
As we explore the risks and benefits of DTC advertising, however, it is worth noting 
the words of a former New England Journal of Medicine editor who said drug com- 
panies were "no more in the business of educating the public than a beer company 
is in the business of educating people about alcoholism." 

Nevertheless, drug advertising can indeed serve an educational role, provided 
drug companies scrupulously adhere to FDA guidelines for DTC ads. FDA guidelines 
and regulations require that direct-to-consumer ads must: 

• be accurate and not misleading; 

• make claims only when supported by substantial evidence; 

• reflect balance between risks and benefits; and 

• be consistent with FDA-approved labeling. 

Regrettably, investigations by this Committee have revealed systematic violations 
of these principles by a number of drug companies. Some ad campaigns have been 
misleading and others appear downright deceptive. 

DTC advertisements may well serve an educational purpose, but they are pri- 
marily designed to sell products. 

The Food and Drug Administration shares the responsibility with pharmaceutical 
companies to ensure that drugs are accurately marketed to consumers. And Con- 
gress must ensure FDA has the authority and resources to effectively monitor 
whether drug companies are properly marketing their products in compliance with 
the law. 

Mr. Chairman, I commend you and your Subcommittee for today’s hearing on di- 
rect-to-consumer advertisements and I look forward to the testimony of each wit- 
ness. 


Ms. Day. Thank you. 

Mr. Stupak. Thank you, Mr. Dingell. 

OK, we will start with questions, and I will begin the ques- 
tioning. Doctor, the techniques you described, did you get them 
from any psychology textbook or from an advertising manual? 

Ms. Day. All of them are from textbooks in cognitive psychology 
and cognitive science. That is where the research has been con- 
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ducted. I don’t know if they are in the marketing. I do know many 
of them are in marketing textbooks, but not all of them. 

Mr. Stupak. ok, does the actual number of benefits and the 
number of side effects affect your research? For example, if a drug 
has two benefits but seven side effects, wouldn’t there be more side 
effects to forget? 

Ms. Day. Yes, that is a good point. We take care of that by the 
following. If you recall the first slide that I showed, which were for 
three drugs, and I showed how poor the recall was for all of the 
side effects, they vary widely in terms of the number of side effects, 
three, seven, or nine, and the results were all the same, so in that 
experiment, there was no difference. In the two studies that I just 
mentioned now for Lipitor and Procrit, they were equally balanced. 
Each had two benefits, each had two side effects, and as you can 
see, the results showed the same pattern. 

I would just comment on the Lipitor ad if I might, it says that 
there are the two side effects. You might consider liver problems 
as an implicit side effect, but it is not explicitly stated as such, so 
we do study memory load and find that is not driving our results. 

Mr. Stupak. You study all commercials, not direct-to-consumer 
ads, right? 

Ms. Day. No, we are not an advertising outfit. We study all drug 
information. We will study pharmacy leaflets. We will study medi- 
cation guides. We will study the full prescribing information that 
the physicians use and that is the approval document 

Mr. Stupak. Well, let me ask you this. If you do all of these stud- 
ies on pamphlets and ads and anything else, are there good ads? 
I mean ones that do a good job of both presenting the risks and 
benefits in a way that people truly understand and remember 
them? 

Ms. Day. I would not do a categorical statement that some ads 
are good and some ads are bad or wrong, but I can speak to some 
ads that are particularly good in certain features. 

For example, in connection with the speed-up ads, when I first 
saw the recent campaign on Enablex, for bladder problems, I was 
absolutely stunned at how slowly the entire ad is spoken, and there 
is absolutely no speed up for the side effects, and we have recently 
tested that ad and people do very well with it. 

Mr. Stupak. Well, let me ask you this: if an ad agency or drug 
company wanted to make sure that the consumers actually receive 
the information they are supposed to receive from an ad, is there 
a way to test for it? 

Ms. Day. Absolutely. Just as we have done here, it could be in- 
cluded in their market research that they do. Market research is 
usually designed to find out if there is brand awareness and the 
messages and appeal of the people speaking, but some of ours are 
full experiments that I haven’t talked about here today, but some 
of the simple things that we do can easily be combined in their 
market research endeavors. 

Mr. Stupak. Have you or your group there at Duke University 
ever been approached by a drug company or an ad agency or the 
FDA to assist them in analyzing ads to make sure they are fair? 
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Ms. Day. Well, I have never been approached by an ad agency, 
period. I have been approached by drug companies to help them 
with their campaigns, and I have not done so. I have been ap- 
proached by the FDA to give public testimony in various hearings 
on direct-to-consumer advertising, and I have done that. And in 
those meetings and in other professional meetings, such as the 
Drug Information Association, there is a wide variety of stake- 
holders, and I have spoken informally with everyone about my re- 
search and the techniques, but I have not consulted on any specific 
ads or ad campaigns that anyone has. 

Mr. Stupak. Well, would testing an ad to make sure that people 
actually understood the ad or the information in the ad, would that 
take a lot of time and money to do? 

Ms. Day. Well, a full battery of what we do on an ad like this 
is about 30 to 40 minutes, including the informed consent and so 
on. We get a lot more than what I have talked with you about 
today. But for just what I have talked with you about today, it 
could take about 15 minutes. As for the money, the money would 
be very nice to be able to fund this. We would be able to study a 
lot more ads. We are doing this ourselves on a shoestring, but we 
study a wide variety of individuals of all educational levels and 
backgrounds, and we study physicians as well as the consumers, 
and we find that the physicians have the same kind of trouble with 
the written information about the risks, as opposed to the benefits, 
as the consumers do. But we don’t have sufficient funding to do as 
much as a national look from our laboratory across many consumer 
groups, and I think the companies would have the funding to do 
that. 

Mr. Stupak. Let me ask you another question. There is a lot of 
interest of this hearing on the floor from members, and when we 
were down voting for over an hour, a number of members men- 
tioned it, and one member asked me in particular to ask you this 
question. Congressman John Hall from New York wanted to know 
the affect of these ads on children, the cognitive accessibility, do 
you find it different with age? He objects to the erectile dysfunction 
ads going during children hour, or the going problem, and all of 
these other things are ones that he pointed out in particular. Do 
kids pick up on these? 

Ms. Day. All of our research is with people age 18 and over. 
However, it is interesting that when, after the direct-to-consumer 
advertising effects came to the public light, around the time of the 
COX2 inhibitor hearings, the Vioxx and so on, there was attention 
drawn to direct-to-consumer advertising. Pharma, the Pharma- 
cological Trade Association, did draw up a code of operation, and 
I believe at that time, those types of ads, for ED, were going to be 
aired after the 10:00 hour, when the family hour is over. But they 
are now during the evening hours, so something there has changed, 
and I have anecdotal reports I have heard from colleagues, but we 
have not done research about this. 

Mr. Stupak. You mentioned that in one of the drugs that you 
looked at, it actually revealed that there was an eight grade level 
difference between the risks and the benefits. That is a large swing 
in your study, and that was for the Flovent inhaler, wasn’t it? 
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Ms. Day. I did not show that here today. That was a long time 
ago, and there were quite a few that had a sixth grade difference 
as well. And I believe it is my responsibly to follow those ads over 
time and see if those things are corrected after they are reported, 
and I have not done that yet, so I can’t answer. 

Mr. Stupak. It was Flovent, and it was eventually pulled from 
the market. 

Ms. Day. Right, it was. 

Mr. Stupak. Mr. Whitfield for questions, please. 

Mr. Whitfield. Thank you, Mr. Chairman. And Dr. Day, thank 
you for being with us today. 

The medical cognition laboratory at Duke, how old is that labora- 
tory? 

Ms. Day. Well, this is a part of my own laboratory, and I have 
been doing research on this since about the mid-80s. The first pub- 
lished account was in 1988. 

Mr. Whitfield. You said part of your laboratory? 

Ms. Day. Yes, my laboratory also looks at courtroom cognition, 
how judges and jurors understand and remember information 
about laws and apply them to decisionmaking. So most of the lab- 
oratory now is devoted to medical cognition, but we do have other 
projects as well. 

Mr. Whitfield. And you are part of Duke University and you 
are the director of that laboratory? 

Ms. Day. Yes, I am. 

Mr. Whitfield. And the only funding is through Duke Univer- 
sity. 

Ms. Day. That is correct, and my own pocket and my own time. 
I have received no funding, personally, for this. 

Mr. Whiteield. And I know, in your opening statement, you said 
that you are not saying that direct-to-consumer ads are bad and 
should be withdrawn. Is that correct? 

Ms. Day. That is correct, and I am not saying they are good and 
should be retained. 

Mr. Whitfield. And you are not saying they are good and should 
not be withdrawn. 

Ms. Day. Right, I am looking at what people get from the infor- 
mation and how we can do things to enable them to get more. 

Mr. Whitfield. And I agree with you. I mean I think the more 
information patients have, the better. One part of your cognitive 
accessibility study which seems to be missing to me, which is a 
vital and very important part, and I don’t know if you have studied 
it or not, but obviously before any patient can use any of these 
medicines that we are talking about, they have to have a prescrip- 
tion, and they have to have a consultation with their physicians, 
and I am assuming that the physician also has the responsibility 
to talk about benefits and side effects. 

Ms. Day. That is correct. 

Mr. Whiteield. Have you ever studied that aspect to take this 
one step further? 

Ms. Day. And by the way, pharmacists also have a responsibility 
to discuss this with the patients as well. I have studied physicians, 
not for the direct-to-consumer ads, because they tend not to like 
those anyway. But I have studied them in the written information 
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from company Web sites, so I have taken exactly the side effects 
section from drugs and shown them to physicians, either in the 
original form or in an enhanced version that I have developed for 
showing side effects, and they have studied them and then re- 
ported. And in his particular case that I am thinking of now, it was 
for a drug that they all regularly prescribed, because this was at 
a medical convention or meeting where I knew what their specialty 
was. And they did a very poor job in reporting what those side ef- 
fects were afterwards when the information was presented in a tra- 
ditional way with sentences and bullets. However, when I pre- 
sented it in a way that is more graphic in design, that emphasizes 
severity of the different side effects, they improved dramatically. 
There was no difference between the physicians and the laypersons 
in this. 

Mr. Whitfield. I think that is an important part to the point 
that we need to make. I think many of us would be really con- 
cerned about ad if patients looked at those ads and then they went 
to the drug store and said I want this. But they can’t it without 
a prescription. 

The second point I would like to make, have you ever submitted 
your research studies that you discussed in your testimony to a 
peer-reviewed journal? 

Ms. Day. Yes, I have. A related work, not the details of today, 
was in the Psychology of Learning and Motivation, the first one in 
this line. And another was to the American Association for Artifi- 
cial Intelligence. That was a juried selection. 

Mr. Whitfield. And how many other laboratories similar to 
yours are there with other universities around the country? 

Ms. Day. I am not really sure. I know of clusters of people who 
do research on all of this, and sometimes they have a wider or nar- 
rower focus on certain issues. 

Mr. Whitfield. And do you all get together periodically for 

Ms. Day. No, I think we should, but we wind up together at dif- 
ferent meetings, and I am thinking of convening a conference to 
bring people together to talk about these issues. 

Mr. Whitfield. Drug companies are required to include informa- 
tion about risks as well as benefits. How does a drug company or 
the FDA draw the line when communicating risk information? Is 
there a point when an ad can include too much information on risk 
and viewers begin to tune out the information? 

Ms. Day. Two answers to that: first of all, it is not for me to say 
how many can or should be there based on the available informa- 
tion about the drugs, and I commented on that before. That is the 
business of the FDA and the companies. But I think your question 
is about how much information is too much. You are talking about 
information load. And we have found that it is not how much infor- 
mation is presented, but how it is presented. So to go back to this 
last example with the physician looking for Avandia and as we took 
it off the company Web site for the patient information section. 
There were 26 side effects. No one can remember all 26 , obviously, 
but when we gave them to people and they tried to recall, they 
could get very few, six or seven, when we gave the original form 
of the information. But when we gave it to them in the enhanced 
version, they went up dramatically, and it depended upon what 
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cognitive task we used. When we asked them a number estimation 
task about how many were there, people went up to perfect per- 
formance. So it isn’t how much information you give. It is how you 
give it. 

Mr. Whitfield. I would just ask one brief question. Does anyone 
purchase your test results from the laboratory? 

Ms. Day. No one, not from me. I do not earn any money. 

Mr. Whitfield. So no one really has access to it. You don’t give 
to any groups? 

Ms. Day. No, no one has ever requested it. We have found that 
somebody came as a test subject, and we found out later works for 
one of the companies, but no. 

Mr. Stupak. If I may, just a little follow-up on Mr. Whitfield’s 
questions. The most important part of your testimony, if I could 
summarize it, it is not so much what is presented in the ad but 
what people take away from the ad. 

Ms. Day. Well, I would say there is an intervening step. It is no 
so much what is in it, but how it is presented benefits what they 
will take away, so that you can be in legal compliance with FDA 
regulations as to what needs to be in there, but if you present it 
in a certain way, you are really decreasing the chances that people 
are going to walk away with it, and conversely. 

Mr. Stupak. So conversely is presentation will determine what 
people take away from the ad? 

Ms. Day. Yes, and I am saying not presentation in terms of 
cutesy things going on and so forth, but taking into account well- 
known and well-documented cognitive principles. 

Mr. Stupak. Any further questions? Having no further questions, 
thank you, and thank you Dr. Day for your testimony. 

I would now call up our second panel of witnesses. On our second 
panel, we have Dr. Edward Langston, who is chair of the American 
Medical Association’s Board of Trustees, Dr. Mollyann Brodie, who 
is Vice President and Director of Public Opinion and Media Re- 
search at the Kaiser Family Foundation, and Dr. Marcia Crosse, 
who is Director of the Health Care Division at the Government Ac- 
countability Office. All right, I guess there is a change in the lineup 
here. Instead of Dr. Ed Langston, we have Dr. Nancy Nielsen who 
is President-Elect of the American Medical Association. It is the 
policy of this committee to take all testimony under oath. Please 
be advised witnesses have the right under the Rules of the House 
to be represented by counsel. Do any of our three witnesses, our 
three doctors here, wish to be represented by counsel? OK, you all 
are shaking your head, so therefore, I will ask you to stand and 
raise your right hand and take the oath. 

[Witnesses sworn.] 

Each witness is now under oath. We will now hear a prepared 
five-minute opening statement from each witness. You may submit 
a longer statement for inclusion in the hearing record. 

Dr. Nielsen, shall we start with you, please, from the American 
Medical Association. Thank you for being here. If you would, start 
your testimony. 



28 


STATEMENT OF NANCY H. NIELSEN, M.D., PH.D., PRESIDENT- 
ELECT, AMERICAN MEDICAL ASSOCIATION 

Dr. Nielsen. Thank you, Chairman Stupak and Representative 
Whitfield, and to the rest of the Committee, thank you for holding 
this hearing. My name is Nancy Nielsen, and I am clinical pro- 
fessor of medicine and senior associate dean at the University of 
Buffalo School of Medicine. I am here today as president-elect of 
the American Medical Association. The AMA welcomes the oppor- 
tunity to share our policy as well as the House of Medicine’s per- 
spective on DTCA’s impact on the patient-physician relationship, 
on its adequacy as a source of information for patients, and its role 
in driving healthcare costs. 

DTCA has become ubiquitous over a very short period of time. 
According to a recent consumer survey, almost 91 percent of Ameri- 
cans have seen or heard DCTA. The sheer volume that now ap- 
pears on television in particular, including ads for drugs to treat 
conditions like erectile dysfunction, raises questions about the tim- 
ing and the appropriateness of these advertisements for some con- 
sumers such as children. Just before 9:00 a.m. this past Easter 
Sunday morning, while home with a sick grandchild, an ad ap- 
peared on TV advertising one of the drugs for erectile dysfunction. 
I quickly made hot chocolate. 

Equally troubling, there is mounting evidence that many of the 
television direct-to-consumer ads lack fair balance and include 
claims of benefits that overwhelm risk information, and you just 
heard a very erudite testimony on that regard. Also, intense adver- 
tising for newly approved drugs can exacerbate significant safety 
problems. The Vioxx case is illustrative of that issue. 

The AMA has been and continues to be concerned about the pos- 
sible negative impact of DTCA on the patient-physician relation- 
ship and on patient safety. We are also increasingly concerned 
about the role the DTCA plays in fueling the increase in healthcare 
costs. It is all the more urgent now, as Congress grapples with es- 
calating costs, and the need to prioritize limited healthcare dollars. 

DTCA has been a lightening rod of concern of our member physi- 
cians for over 20 years. Our policy on DTCA has evolved over this 
period, and the current policy we have submitted to you was adopt- 
ed in 2006. Product-specific advertisements are considered accept- 
able if they satisfy the AMA’s guidelines, and key points from these 
guidelines are seven. First, the DTCA should be indication specific 
and enhance consumer education about both a drug and a disease. 
Two, should provide a clear, accurate, and responsible educational 
message. The information about benefits should reflect the true ef- 
ficacy of a drug as determined by clinical trials leading to FDA ap- 
proval. Three, it should not encourage self-diagnosis or self-treat- 
ment, which of course is not the same as encouraging patients to 
report symptoms. That we obviously favor. Four, it should exhibit 
a fair balance between benefit and risk, and again, you have just 
heard a better analysis of that than I can give you. We certainly 
believe that the time and space devoted to the benefit and risk in- 
formation and the ease with which people can find, understand, re- 
member, and use the information about benefits and risks should 
be comparable. Five, it should present risk information that will be 
understood by a majority of consumers without using strategies de- 
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signed to minimize risks or distract from them, as you have just 
seen. Six, it should not use an actor who portrays a physician or 
an actual physician to endorse the drug product, unless there is a 
prominent disclaimer or disclosure. And seven, it should be tar- 
geted for placement so as to avoid audiences, like my grandson, 
that are not age appropriate for the messages presented. 

In addition to those guidelines, the following key points from our 
policy deserve mention. Our AMA supports both FDA pre-review 
and pre-approval of DTCA prior to broadcast or publication. DTCA 
for new drugs should not be run until physicians have been appro- 
priately educated about the drug. The length of this moratorium on 
DTCA could vary from drug to drug and should be determined by 
the FDA in negotiations with the manufacturer. AMA encourages 
further research on the effects of DTCA, and we support Congress 
authorizing ARC to perform periodic, evidence-based reviews to de- 
termine the impact on health outcomes and public health. If DTCA 
is found to have a negative impact on either of these, then Con- 
gress should consider legislation to increase DTCA regulation or 
possibly ban it in some or all media. 

In conclusion, recent events have heightened our concern, and 
the AMA looks forward to working with you to ensure that con- 
sumers receive information that is accurate, informative, promotes 
communication between patients and physician and does not drive 
inappropriate costs. Thank you very much for the opportunity to be 
here. 

[The prepared statement of Dr. Nielsen follows:] 
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Presented by: Nancy H. Nielsen, MD, PhD, AMA President Elect 
Direct-to-consumer advertising (DTCA) has become ubiquitous and neither regulatory oversight 
nor research on its impact have kept pace. As a result, the American Medical Association 
(AMA) has serious concerns that DTCA is neither balanced nor educational, may adversely 
affect physician-patient relationships, and contributes to rising health care costs. AMA policy 
does not oppose “product specific” DTCA if it complies with AMA guidelines. DTC ads must: 

• Be indication-specific and enhance consumer education about both the drug and disease. 

• Provide a clear, accurate, and responsible educational message. 

• Not encourage self-diagnosis or self-treatment. 

• Exhibit fair balance between benefit and risk information. 

• Present risk information that will be understood by a majority of consumers. 

• Not use an actor who portrays a physician, or an actual physician to endorse the drug 
product, unless there is a prominent disclaimer or disclosure. 

• Be targeted for placement so as to avoid audiences that are not age appropriate for the 
messages presented. 

The AMA also supports FDA review and approval of all DTC ads and adequate funding to 
perform these activities. In addition, the AMA supports a moratorium on DTCA for new drugs 
until physicians have been appropriately educated about the drug. The length of this moratorium 
may vary from drug to drug, and should be determined by FDA in negotiations with the 


manufacturer. 
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The American Medical Association (AMA) appreciates the opportunity to provide its 
views regarding the role of direct-to-consumer advertising (DTCA) in health care. We 
commend Chairman Stupak , Ranking Member Shimkus, and members of the 
Subcommittee for convening this hearing. My name is Nancy H. Nielsen, MD, PhD, an 
internist and President-Elect of the AMA. I am also a clinical professor of medicine and 
senior associate dean for medical education at the State University of New York at 
Buffalo School of Medicine and Biomedical Sciences. We look forward to sharing our 
policy concerning DTCA as well as our perspective on DTCA’s impact on the patient- 
physician relationship, its adequacy as a source of information for patients, and its role in 
driving health care costs and utilization. 
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Background 

DTCA has become ubiquitous over a very short period of time. According to a recent 
consumer survey, almost all Americans (91 percent) have seen or heard DTCA.‘ In under 
ten years, between 1993 and 2002, the percentage of people who reported that they had 
seen an ad for a prescription drug on television or heard one on the radio more than 
doubled." Nearly a third (32 percent) of Americans have talked to a physician about a 
prescription drug they saw advertised."' 

The foregoing is not surprising since the growth in spending on DTCA between 1989 and 
2004 has been explosive. In 1989, the pharmaceutical industry spent only $12 million on 
DTCA,"' and by 2004 spending had dramatically climbed to approximately $4.45 billion.'' 
Pharmaceutical companies have increased spending on DTCA faster than they have 
increased spending on research and development.'" Between 1997 and 2001, spending on 
DTCA increased 145 pereent, while research and development spending increased only 
59 percent.'''* Spending on DTCA grew at an average annual rate of 14.3 percent from 
2002 to 2005.’'*“ 

The sheer frequency and volume of DTCA that now appears on television in particular, 
including ads for drugs to treat conditions such as erectile dysfiinction, has raised 
questions about the appropriateness of these ads for some consumers, such as children. 
There is growing concern that many of the television DTC ads lack fair balance; i.e., 
claims of benefit overwhelm risk information presented in the ads.'" This can result in 
trivialization of the safety risks of prescription drugs. Also, intense advertising for newly 


2 



34 


approved drugs with limited safety profiles could potentially lead to significant safety 
problems.* The rofecoxib (Vioxx) ease is illustrative of this concern. 

The AMA has been, and continues to be, concerned about the possible negative impact of 
DTCA on the patient-physician relationship, patient safety, and is increasingly concerned 
about the role that DTCA plays in fueling the increase in health care costs. It is all the 
more urgent now as Congress grapples with escalating costs and the need to prioritize 
scarce health care dollars. There is growing alarm that DTCA increases utilization of 
new and more expensive drugs that all too often have limited safety profiles. The AMA 
does not believe that the Food and Drug Administration (FDA) has adequate resources to 
carry out its enforcement role over DTCA since the staffing has not kept pace with the 
proliferation of DTCA,*' nor has Congress provided sufficient funding to support quality, 
independent research on the impact of DTCA. These concerns are discussed in more 
detail later in this testimony. 

AMA Policy and DTCA 

In June 2006, in light of the rapid proliferation of DTCA, climbing health care costs, and 
concerns about the negative impact of DTCA on patient-physician relations, the AMA 
adopted a comprehensive set of recommendations, in addition to guidelines for an 
appropriate DTC ad, to ensure that DTCA is properly regulated and assessed to ensure it 
does not adversely impact patient-physician relations, provides appropriate and balanced 
information, and does not artificially increase health care costs by causing overutilization. 
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In general, the AMA supports "help-seeking" or "disease awareness" ads (i.e., ads that 
discuss a disease, disorder, or condition and advise consumers to see their physicians, 
but do not mention a drug or implantable medical device or other medical product and 
are not regulated by the FDA). The AMA opposes “product-specific” DTCA, regardless 
of medium, that is not consistent with the following guidelines. 

• Indication-Specific and Educational . The ad should be indication-specific and 
enhance consumer education about both the drug or implantable medical device, and 
the disease, disorder, or condition for which the drug or device is used. 

• Accurate and Objective Information on Risk as well as Benefit , In addition to 
creating awareness about a drug or implantable medical device for the treatment or 
prevention of a disease, disorder, or condition, the ad should convey a clear, 
accurate, and responsible health education message by providing objective 
information about the benefits and risks of the drug or implantable medical device 
for a given indication. Information about benefits should reflect the true efficacy of 
the drug or implantable medical device as determined by clinical trials that resulted 
in the drug’s or device’s approval for marketing. Risk information should be clearly 
stated and comprehensible to the consumer. 

• Prescription Required . The ad should clearly indicate that the product is a 
prescription drug or implantable medical device to distinguish such advertising from 
other advertising for non-prescription products. 
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• Encourage Physician Consultation . The ad should not encourage self-diagnosis and 
self-treatment, but should refer patients to their physicians for more information. A 
statement, such as "Your physician may recommend other appropriate treatments," is 
recommended. 

• Fair Balance Between Risk and Benefit Information . The ad should exhibit fair 
balance between benefit and risk information when discussing the use of the drug or 
implantable medical device product for the disease, disorder, or condition. The 
amount of time or space devoted to benefit and risk information, as well ease with 
which people can find, understand, remember, and use the information, should be 
comparable. 

• Clear Communication of Warnings. Precautions, and Potential Adverse Reactions . 
The ad should present information about warnings, precautions, and potential 
adverse reactions associated with the drug or implantable medical device product in a 
manner (e.g., at a reading grade level) such that it will be understood by a majority of 
consumers, without content and devices designed to minimize or distract from risks, 
and will help facilitate communication between physician and patient. 

• No Actors Playing Doctor Unless Clear Disclaimer Provided . In general, ads should 
not use an actor to portray a health care professional who promotes the drug or 
implantable medical device product because this portrayal may be misleading and 
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deceptive. If actors portray health care professionals in DTCA, a disclaimer should 
be prominently displayed. 

• No Actual Health Care Professionals Unless Clear Disclaimer Provided . The use of 
actual health care professionals, either practicing or retired, in DTCA to endorse a 
specific drug or implantable medical device product is discouraged, but if utilized, 
the ad must include a clearly visible disclaimer that the health care professional is 
compensated for the endorsement. 

• Age Appropriate Placement . The ad should be targeted for placement in print, 
broadcast, or other electronic media so as to avoid audiences that are not age 
appropriate for the messages involved. 

• Comply with FDA Regulations . The ad must comply with all other applicable FDA 
regulations, policies, and guidelines. 

In addition, the AMA’s policy includes support for enhanced FDA authority to regulate 
DTCA. Specifically, the AMA has advocated for FDA authority to review — ^and pre- 
approve — ^all DTC ads for prescription drug or implantable medical device products 
before pharmaceutical and medical device manufacturers run the ad. 

The AMA has called upon the FDA to require that all newly approved prescription drug 
or implantable medical device products should be subject to a DTCA moratorium until 
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physicians have been appropriately educated about the drug or implantable medical 
device. Our policy provides that the time interval for this moratorium on DTCA should 
be determined by the FDA, in negotiations vrith the drug or medical device product’s 
manufacturer, at the time of drug or implantable medical device approval. The length of 
the moratorium may vary from drug to drug and device to device depending on various 
factors, such as; 

• the innovative nature of the drug or implantable medical device; 

• the severity of the disease that the drug or implantable medical device is intended 
to treat; 

• the availability of alternative therapies; and, 

• the intensity and timeliness of the education about the drug or implantable 
medical device for physicians who are most likely to prescribe it. 

The AMA encourages the FDA, other appropriate federal agencies, and the 
pharmaceutical and medical device industries to conduct or fimd research on the effect of 
DTCA, focusing on its impact on the patient-physician relationship as well as overall 
health outcomes and cost benefit analyses. 

To that end, the AMA also supports actions by Congress to require that the Agency for 
Healthcare Research and Quality (AHRQ) perform periodic evidence-based reviews of 
DTCA in the United States to determine the impact of DTCA on health outcomes and 
the public health. If DTCA is found to have a negative impact on health outcomes and is 
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detrimental to the public health, then Congress should consider enacting legislation to 
increase DTCA regulation or, if necessary, prohibit DTCA in some or all media. 
(Incidentally, the Institute of Medicine has already recommended that the FDA restrict 
advertising for newer prescription drugs in a study of drug safety.)*" In such legislation, 
every effort should be made not to violate protections on commercial speech, as 
provided by the First Amendment to the U.S. Constitution. 

AMA’s current policy recognizes that DTCA is legal and widespread. While the AMA’s 
guidelines for acceptable DTCA have generally been well received by both the FDA and 
the Pharmaceutical Research and Manufacturers of America (PhRMA), regrettably the 
member companies of PhRMA have not consistently complied with the AMA’s 
guidelines. 

Key AMA Concerns about DTCA 

Significant ongoing concerns and questions about DTCA within the physician 
community, include: 1) does DTCA provide educational value, are ads fairly balanced, 
and do they adequately disclose risks to consumers; 2) what is the impact of such ads on 
patient-physician relationships; and 3) what is the impact of such ads on health care 
utilization and costs? Each of these concems/questions is addressed below. 

1. Is DTCA Educational and Balanced? 

The bedrock of AMA’s guidelines is that DTCA should be educational, and not 
misleading. Do most product-specific ads meet the AMA’s standard for educational 
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value? This is difficult to answer, since what is educational to one individual may not be 
to another. While good data is hard to find on this issue, the majority of physicians most 
likely would not agree that the ads are educational. In one study that was published in the 
December 2000 issue of the Journal of Family Practice, the researchers reviewed over 
300 print ads for 1 01 prescription drug products in 1 8 popular magazines over the 
previous decade. They found that while the ads were informative, they lacked important 
educational information about the condition and the treatment for which the drug was 
being promoted.*'" 

Similarly, researchers in another study reviewed the contents of 67 DTC ads from 10 
magazines published between July 1998 and July 1999. They found that the ads rarely 
quantified a medication’s expected benefit, and instead made an emotional appeal.*"' In 
contrast, more than one-half of the ads used data to describe a drug’s side effects.** The 
authors suggested that these DTC ads leave readers with the perception that the drug’s 
benefit is large and that everyone who uses the drug will enjoy the benefit.**' 

In yet another study, concerns were raised about the educational value of television DTC 
ads.**" These investigators reviewed 23 television DTC ads and found the ads provided 
insufficient information about risks, and that the ads lacked fair balance between benefit 
and risk information.**"' They also found that the ads often used medical terminology 
that was not consumer-friendly, especially for patients with limited literacy.*™ More 
recently, researchers reviewed 31 product-specific DTC TV ads and concluded the ads 
lacked educational value.** These TV ads provided limited information about the causes 
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of a disease or who may be at risk, they show characters that have lost control over their 
social, emotional, or physical lives without the medication, and they mmimize the value 
of health promotion through lifestyle changes.”™’ 

Although increased access by patients to accurate, objective information about tests to 
diagnose and drugs to treat illnesses is certainly important, there is the risk of conlusion 
when commercially-driven promotional information is presented as educational. The 
issue is not whether consumers should obtain more information about treatment options; 
the real question is whether DTCA, with its aim of selling a product, can provide the type 
of information consumers need or should have. Advertising has been described by one 
economist as “the science of arresting the human intelligence long enough to get money 
from it.””’ One executive of an advertising agency that focuses on DTCA has noted that 
“consumers react emotionally, so you want to know how they feel about your message 
and what emotional triggers will get them to act. . . . We want to identify the emotions 
that we can tap into to get that customer to take the desired course of action.”**" 

In addition to assessing the educational value of DTCA, the AMA is concerned that 
consumers are not consistently receiving a balanced view of the benefits and risks of a 
product based on advertising. The FDA has made efforts to guide manufacturers to 
provide consumers with risk information, based on the drug’s labeling, that is more 
useful and easily understood. For the most part, the AMA would concur that fair balance 
and adequate disclosure of risks appear in print ads, which require the “brief summary” 
(which usually is identical text to the risk sections [i.e., warnings, precautions and side 
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effects] in FDA-approved professional labeling [Package Insert, PI] to be included. 
Unfortunately, the “brief summary” has long been criticized by many stakeholders as too 
difEicult for consumers to understand. The AMA has submitted comments to the FDA 
supporting the presentation of risk information in a more consumer-friendly way, so that 
key risks about prescription drug products will be better understood. 

For television ads, however, studies indicate that DTCA in this medium has not provided 
fair balance between benefit and risk information. In one study, after viewing DTC TV 
ads, people were about 80 percent correct in identifying the benefits of the advertised 
drug, but only 20 percent correct in describing the side effects.**"' In the same study, the 
researchers found that about three times more sentences were devoted to benefit 
information when compared to risk information, and that the placement of risk 
information was such that consumers would be least likely to remember it. Also, an 
individual would need only about a d* grade reading level to understand the benefits of 
the advertised drug, but a P* grade level for side effects. The authors concluded that the 
cognitive accessibility, defined as the ease with which people can find, understand, 
remember, and use information, was far better for benefit information when compared to 
risk information in DTC TV ads. 

In yet another study, researchers found that the mean television DTC ad length was 46.3 
seconds, but only 6.3 seconds on average discussed side effects. Also, the vast majority 
of the ads (90 percent) placed risk information in the middle or the end of the ad where it 
would be less likely to be remembered.**'* Some of the ads also were very effective at 
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using pleasing, not to mention distracting, visuals as the major risk information was being 
discussed in audio only. 

Finally, some studies have shown that patients have potentially dangerous misperceptions 
about DTCA. One research study suggested that one-half of consumers incorrectly 
believed that DTC ads are pre-approved by the FDA, and 43 percent incorrectly believed 
that only completely safe drugs can be advertised directly.”'' Another study found that 
consumers rated the safety and appeal of drugs described with an incomplete statement of 
risks more positively than similar drugs described with a more complete statement of 
risks.*”' These perceptions raise the question of whether widespread DTCA is giving 
consumers a false sense of security that prescription drugs are risk-free. 

2. What is the Impact of DTCA on the Patient-physician Relationship? 

The AMA remains concerned about the impact of DTCA on the patient-physician 
relationship and the paucity of quality, independent peer-reviewed research to measure 
this impact. The consumer surveys that have been conducted, such as those by the FDA, 
Time, the AARP, the National Consumers League and Prevention magazine, suggest that 
DTCA increases; (1) physician office visits; (2) new diagnoses; (3) informed discussion 
between physician and patient about conditions and treatments; and, (4) unfortunately in 
some cases, demand for a specific advertised drug product. In a 2002 report by the 
Government Accountability Office (GAO), the authors examined a number of consumer 
surveys and concluded that the percentage of consumers who, in response to a DTCA, 
requested and received a prescription from their physician for a drug they were not 
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currently taking was generally about 5 percent. The GAO estimated that this meant that 
about 8.5 million consumers in 2000 received a prescription drug after viewing a DTC ad 
and asking their physician for the drug.**™ 

Although DTCA might have the positive effect of increasing physician office visits, 
resulting in the diagnosis of previously undiagnosed conditions, and in better 
communication between physician and patient, many physicians complain that patients, 
armed with the latest DTC ad, come into their offices demanding the physician prescribe 
the advertised drug for them. If a medication is not necessary or appropriate, the 
physician is put in the uncomfortable and awkward position of defending why this is the 
case. Less time is available to diagnose and treat the patient if the patient has a fixation 
on a particular drug as a result of a commercial. This can add strain and potentially 
distrust to a relationship that should be completely open. 

A FDA survey of physicians, strongly supported by the AMA, released in January 2003 
concluded that most physicians view DTCA as one of many factors that affect their 
practice and their interactions with patients, both positively and in some respects, 
negatively. The FDA survey also found that physicians felt they had to provide 
additional information to patients beyond what patients retained from the DTCA. About 
75 percent of physicians believed that DTCA causes patients to think the drug works 
better than it did, and many physicians felt some pressure to prescribe something when 
patients mentioned an ad. The FDA survey also found that about eight percent of 
physicians felt very pressured to prescribe the specific brand name drug when asked 
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about Various surveys and limited research studies have shown that some 
physicians prescribe the requested drug. One would like to believe that objective 
treatment decisions were made in every case. However, the question needs to be raised 
as to whether clinical judgment is being compromised in some cases to preserve a 
positive relationship with the patient. 

3. What is the Impact of DTCA on Health Care Costs and Utilization? 

The AMA also is concerned about the impact of DTCA on health care costs and 
utilization. DTCA is targeted at an audience that often is not responsible for paying for 
the product because most prescriptions are paid for, at least in part, by private or public 
insurance. The key question is whether these increased costs for advertised drugs are 
reducing costs in other health care areas so that the net effect is more cost-effective health 
care. This also places the physician in a difBcult situation. On the one hand, the payer 
expects the physician to be cost-conscious and not prescribe the most expensive drug, if 
not medically indicated. On the other hand, payers also grade physicians based on patient 
satisfaction. The physician faces pressure from the patient requesting an expensive 
advertised drug and pressure from the payer to prescribe comparable but less expensive 
alternatives. 

Limited studies have concluded that DTCA does, in fact, lead to increased spending on 
drugs. A study by researchers at the Harvard School of Public Health, Massachusetts 
Institute of Technology, and Harvard Medical School for the Kaiser Family Foundation, 
released in June 2003, found that increases in DTCA have a significant impact on drug 
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spending growth. The authors estimated that in 2000, 12 percent of drug spending 
growth was related to increased spending on DTCA.’““ Each additional dollar spent on 
DTCA yielding an additional $4.20 in drug sales in that year.“* 

In 2002, the GAO also found that drugs promoted directly to consumers often were 
among the best-selling drugs, and sales for DTC-advertised drugs increased faster than 
sales for drugs that are not heavily advertised to consumers. Moreover, the GAO found 
that most of the spending increase for heavily advertised drugs was the result of increased 
utilization rather than price increases.*”' A more recent GAO report in November 2006 
also concluded that DTCA appeared to increase prescription drug spending and 
utilization.*”” 

A recent Kaiser Foundation, USA Today, and Harvard School of Public Health consumer 
survey found that about one-third of consumers have talked to a physician about a 
prescription drug they saw advertised.***'" Among this group, 44 percent said their 
physician prescribed them a drug they asked about, and 54 percent say their physician 
recommended another prescription drug (resulting in 82 percent who received a 
prescription either for the drug they asked about and/or another drug). 

These studies may reflect an appropriate increase in spending on drug treatments that 
were previously underutilized. Alternatively, this also could reflect wasteful spending on 
expensive advertised drugs for which less expensive alternatives, or no drug at all, will 
work just as well. A clear answer to this important question is definitely needed. 
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Recommendations 

The AMA offers the following conclusions and recommendations to the Subcommittee as 
it examines the consequences of DTCA: 

1 . The AMA believes there is substantial room for improvement in the educational 
value of DTCA. In this regard, the AMA urges the pharmaceutical and medical 
device industries to use and comply with the AMA’s guidelines for DTCA. 
Responsible DTCA that is accurate and educational to consumers, that balances 
benefits and risks, and that promotes good health outcomes could have a positive 
impact on health care. 

2. The AMA believes that consumers must be better educated to understand the 
limitations of DTCA. The AMA stands ready to work with the FDA and 
consumer groups in such an educational endeavor. 

3. The AMA supports more independent research on DTCA and, particularly, on its 
impact on the patient-physician relationship and on health outcomes and costs. In 
light of recent events involving aggressively marketed new drugs with significant 
safety risks, the need to examine the impact of DTCA on patient safety also has 
become a priority. The results of this research must be published in reputable, 
peer-reviewed journals and be available in the public domain. The AMA believes 
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that both indxistry and government have an obligation to fund this research. Such 
research should guide future regulation of DTCA. 

4. The FDA should pre-review and approve all DTC ads, and should determine the 
length of any moratoriums on DTC ads for new drugs and medical devices. 

5. For its part, the AMA will continue to educate physicians on their role in 
identifying and reporting inappropriate DTC ads, in cooperating with research 
studies to better understand and evaluate the impact of DTCA, and to assure they 
are meeting their ethical duties to their patients in recommending appropriate 
treatments. 


The AMA is pleased to have the opportunity to share with the Subcommittee the AMA’s 
policy on DTCA and information on the impact it has on the patient-physician 
relationship, the quality of the information it provides to patients, and the role it may play 
in escalating health care costs. We look forward to working with the Subcommittee to 
promote and protect the interests of patients and consumers by ensuring that DTCA is 
accurate, balanced, and enhances the patient-physician relationship while not causing 
over utilization or promotion of expensive new drugs with limited safety profiles. 
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Mr. Stupak. Thank you, Doctor. And Dr. Brodie, for your open- 
ing statement. If you would, push that button right there on that 
mic, and you might have to pull that up a little bit. 

STATEMENT OF MOLLYANN BRODIE, PH.D., VICE PRESIDENT 

AND DIRECTOR, PUBLIC OPINION AND MEDIA RESEARCH, 

KAISER FAMILY FOUNDATION 

Ms. Brodie. Mr. Chairman, and member of the Oversight and 
Investigations Subcommittee, thank you for the opportunity to tes- 
tify today on the public’s views of direct-to-consumer prescription 
drug advertising. I am Mollyann Brodie, vice president and director 
of public opinion and medical research at the Kaiser Family Foun- 
dation. Despite the fact that they account for just 10 percent of 
healthcare spending over all prescription drugs and their costs 
have become a central healthcare affordability and access issue in 
the views of the American public, mainly because they touch al- 
most everyone. More than half of Americans regularly take percep- 
tion drugs, and four in ten report some serious problem paying for 
their medications, including having to skip doses because of the 
cost. 

The public has mixed views of prescription drugs and the compa- 
nies that make them. On the positive side, they appreciate the ben- 
efits for the drugs themselves and most people agree that medica- 
tions have had a positive impact on their own lives and the lives 
of Americans in general. However, on the negative side, they are 
very concerned about high drug prices, which nearly eight in ten 
say are unreasonable, and which, in the public’s views are largely 
driven by high company profits. Prescription drug advertisements 
have become ubiquitous, and nine in ten adults report having seen 
or heard advertisements for medications. Americans have mixed 
views about the relative benefits and costs associated with these 
ads. On the one hand, most Americans agree with the proponents 
of the drug ads, who say that they raise awareness, help educate 
the public, and reduce stigma. On the other hand, most people 
agree with the critics of the ads, who say they raise prescription 
drug prices and induce unnecessary demand. 

Further, the public’s views are mixed about how well the drug 
ads present specific information about the medicines they adver- 
tise. While the majority say they do a good job explaining the po- 
tential benefits and what condition the drug is designed to treat, 
more than half say they do only a fair or poor job explaining the 
potential side effects. The survey data strongly suggests that the 
drug advertisements are doing what they were designed to do: 
prompting people to talk to their doctors and to get prescriptions. 
About a third of Americans report that they have talked to a doctor 
about a specific drug after seeing an ad, and about eight in ten of 
that group said that the doctor recommended a prescription as a 
result, either for the drug they asked about or for another medica- 
tion. People report that these discussions led to other actions as 
well. For example, more than half of those who talked to their doc- 
tor about a specific drug say the physician recommended lifestyle 
or behavioral changes, while about three in ten said the doctor rec- 
ommended an over-the-counter drug. 
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Now, these findings are echoed in surveys we have done with 
physicians who are involved in direct patient care, a large majority 
of whom report both getting inquires from patients based on drug 
ads, and at least sometimes recommending a prescription drug as 
a result. Eight in ten physicians say that patients asked them 
about specific diseases or treatments that they had heard about 
from ads, at least sometimes, including nearly three in ten who say 
they frequently get such inquiries. When asked what actions they 
usually take when the patients ask them about mediations, the 
most common response is recommending a lifestyle or behavioral 
change, which half of doctors say they do so frequently. Doctors are 
less likely to day they frequently give a prescription for the re- 
quested drug. However, about three-quarters say they at some- 
times recommend a different medication, and more than half said 
that they at least sometimes give the patient a prescription for the 
drug they asked about. 

What the survey data can’t tell us is whether this advertising in- 
duced demand is good or bad from a health perceptive. It is mostly 
encouraging people who might not otherwise get treatment to seek 
needed medication, or is it mostly leading to demand for unneces- 
sary medications? These are questions that go beyond the scope of 
what the public can tell us in a survey. Given that ultimately the 
doctor must decide whether or not to write the prescription, it is 
helpful to recognize that the majority of the physicians do not seem 
to think that these inquiries from patients are negatively impacting 
their doctor-patient relationship, although about one in five say 
that they do. 

The data also shows that the public prioritizes affordability of 
prescription drugs, and while government regulation in many areas 
is unpopular, there is an appetite among many for increased gov- 
ernment regulation when it comes to reining in prescription drug 
prices. Furthermore, typical arguments against such actions do not 
substantially erode this public support. To a lesser degree, some, 
about four in ten, are supportive of more regulation in terms of 
making sure advertising claims are not misleading, although many 
believe that there is already enough regulation in this area. How- 
ever, since the public has both become more skeptical of drug ads 
over time, and gives these ads low scores on their ability to effec- 
tively communicate about potential side effects, the public would 
likely welcome efforts that may lead to improvements in prescrip- 
tion drug advertising practices. 

Thank you for the opportunity to testify today and for your atten- 
tion to the public’s views on this important matter. I welcome your 
questions. 

[The prepared statement of Ms. Brodie follows:] 
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Summary of Testimony by Mollyann Brodie, Ph.D. 


• Despite the feet that they account for just 10 percent of health care spending overall, 
prescription drugs and their cost have become a central health care affordability and access 
issue, mainly because they touch almost everyone’s lives in some way. More fean half of 
Americans regularly take prescription drugs, and four in ten report some serious problem 
paying for their medications. 

■ The public has mixed views of prescription drugs and the companies that make them. On the 
positive side, they appreciate the benefits of the drugs thanselves, while on the negative side, 
they are concerned about high drug prices, which in their view are largely driven by high 
company profits. 

• The public also sees both a good and a bad side to prescription drug advertising. On the one 
hand, most Americans agree with the proponents of drug ads who say that they raise 
awareness, help educate the public, and reduce stigma. On the other hand, most people agree 
with critics of these ads who say they raise prescription drug prices and induce tmnecessary 
demand. 

• Further, the public’s views are mixed about how well drug ads present specific information 
about the medicines they advertise. While majorities say they do a good job explaining the 
potential benefits and what condition the drug is designed to treat, more fean half say ads do 
only a fair or poor job explaining potential side effects. 

• Survey data strongly suggest that drug advertisements are doing what they were designed to 
do - prompting people to talk to their doctors and to get prescriptions. About a third of 
Americans report that they have talked to a doctor about a specific drug after seeing an ad, 
and about eight in ten of this group says the doctor recommended a prescription drug as a 
result. These findings are echoed in surveys of physicians, a large majority of whom report 
both getting inquiries fiom patients based on drug ads and at least sometimes recommending 
a prescription thug as a result of these inquiries. 

• What the survey data can’t tell us is whether this “advertising induced demand” is good or 
bad fiom a health perspective - is it mostly encouraging people who might not otherwise get 
treatment to seek needed medications, or is it mostly leading to demand for unnecessary 
medications? These questions go beyond what the public can tell us in a survey. 

■ Finally, while government regulation in many areas is unpopular, there is an appetite among 
some in the public for increased government regulation when it comes to prescription drugs 
in terms of both making sure advertising claims are not misleading and in helping to rein in 
prices, and typical arguments against such regulation do not substantially erode public 
support. 
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Introduction 

Mr. Chairman and members of the Oversi^t and Investigations Subcommittee, thank 
you for the opportunity to testify today on the public’s views of direct-to-consumer prescription 
drug advertising. I am Mollyann Brodie, Vice President and Director of Public Opinion and 
Media Research of the Henry J. Kaiser Family Fotmdation. The Kaiser Family Foundation is a 
non-profit, private operating foundation dedicated to providing information and analysis on 
health care issues to policymakers, the media, the health care community and the general public. 
The Foundation is not associated with Kaiser Pennanente or Kaiser Industries. My testimony 
today will briefly review what we know fiom public opinion surveys about Americans’ opinions 
of and experiences with prescription drugs and pharmaceutical companies in general, with a 
more specific focus on their views of direct-to-consumer advertising. The data I will share with 
you today are based on nationally representative surveys of the general public that Kaiser Family 
Foundation researchers have conducted on these topics over the past several years, the most 
recent of which was conducted in January 2008'. I will also share some data from a 2006 Kaiser 
survey of physicians involved in direct patient care^. 

Despite the fact that they account for just 10 percent of health care spending overall', 

prescription drugs and their cost have become a central health care affordability and access issue, 

mainly because they touch almost everyone’s lives in some way. Prescription drugs play a role 

in the daily lives of more than half of all Americans, and most people agree that these 

' Unless otherwise noted, survey data presented in this testimony are from the USA Today/Kaiser Family 
Fonndation/Harvard School of Public Health survey. The Public On Prescription Drugs and Pharmaceutical 
Companies, a nationally representative random sample survey of 1 ,695 adults ages 1 8 and older, conducted by 
telephone in English and Spanish fiom Jan. 3-23, 2008. The margin of sampling error for the survey is plus or 
minus 3 pmcentage points. 

^ Physician survey data presented in this testimony ate fiom the Kaiser Family Foundation National Survey of 
Physicians, a nationally representative random sample survey of 834 ofiice-based physicians involved in direct 
patient cate with adults, conducted by telephone and online from April 25-July 8, 2006. The margin of sampling 
error for the survey is plus or minus 3 percentage points. 

’ Source: Kaiser Family Foundation cdculations using National Health Expenditure data from Centers for Medicare 
and Medicaid Services, Office of the Actuary, National Health Statistics Chonp. Available at: 
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medications have had a positive impact on their own lives and on the lives of Americans in 
general. While they appreciate the products that pharmaceutical companies produce, the public 
holds less favorable views towards the companies themselves; 47 percent say they have a 
favorable view of pharmaceutical companies, while nearly as many - 44 percent - have an 
unfavorable view. Among the seven types of organizations asked about, only health insurance 
companies (54 percent) and oil companies (63 percent) are viewed unfavorably by more 
Americans (Figure 1). 

The main reason behind these unfavorable views is the public’s concern about high drug 
prices, which in their view are largely driven by high company profits; nearly eight in ten 
Americans say the cost of prescription drugs is unreasonable, seven in ten say that 
pharmaceutical companies are too concerned about making profits and not concerned enough 
about helping people, and eight in ten say that profits made by drug companies are a major 
contributing factor in the price of prescription drugs (Figure 2). 

These opinions about prices and profits may be related, at least in part, to people’s real- 
life straggles paying for drugs. Four in ten adults report some serious problem paying for 
medication, including 29 percent who say they have not filled a prescription because of the cost 
in the past two years, 23 percent who report skipping doses or cutting pills in half to make their 
prescription last longer, and 1 6 percent who say it is a serious problem for their family to afford 
the drugs they need (Figure 3). Problems paying for prescription dmgs, not filling prescriptions 
because of cost, and skipping doses are even more common among those who take four or more 
prescription drugs (59 percent), those who don’t have insurance to cover their prescription drug 
costs (52 percent), and those with lower incomes (54 percent of those earning less than $25,000). 
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Views of Prescription Drug Advertising 

Prescription drug advertisements have become ubiquitous in the media, and in 2008, 91 
percent of adults report having seen or heard advertisements for prescription drugs (up from 76 
percent in 2000^). While nearly all Americans have seen or heard prescription drug ads, they 
have mixed views about the relative benefits and costs associated with them. On the one hand, 
when it comes to general opinions about these ads, more people view them as mainly positive 
than as negative. Just over half (53 percent) of the public says prescription drug advertising is 
mostly a good thing, while 40 percent say it is mostly a bad thing. Two-thirds of the public 
agrees that prescription drug advertisements educate people about available treatments and 
encourage them to get help for medical conditions they might not have been aware of (Figure 4). 

More people also see benefits from advertisements for prescription drugs that treat mental 
health conditions like depression and anxiety. Six in ten think such ads are mostly good because 
they improve understanding of these conditions and encourage people to seek treatment, while 
just over a third (36 percent) think these ads are mostly bad because they encourage people 
without serious mental health conditions to think they need treatment (Figure 5). 

On the other hand, the public has concerns about drug advertisements, and views are 
mixed about how well these ads present specific information about the medicines they advertise. 
While majorities say drug ads do an “excellent” or “good” job explaining the potential benefits 
of a medication (56 percent) and what condition it is designed to treat (54 percait), more than 
half (53 percent) say ads do only a “fair” or “poor” job explaining the potential side effects of the 
medication (Figure 6). In addition, advertisements rank at the bottom of the list of sources 
people rely on for information about prescription medications. Just over a quarter (27 percent) of 

* Source: Kaiser Family Foimdation/Agency for Health Care Research and Quality, National Survey on Americans 
as Health Care Consumers, a nationally rqprcscntativc landom sample surwy of 2,0 14 adults ages 1 8 and older, 
conducted by telephone fiom July 3 1 -Oct. 9, 2000, margin of sampling error plus or minus 3 percentage points. 
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adults say they rely on drug advertisements “a lot” or “somewhat” to provide accurate 
information about prescription drugs, ranking lowest on the list of seven sources asked about 
(Figure 7). Ranking highest on the list of sources people rely on for information about drugs are 
doctors (91 percent), phaimacists (81 percent), and information about the product included in the 
manufacturer’s packaging (81 percent). 

The public has become more skeptical of drug ads over time as trust in pharmaceutical 
company advertising has declined. In 1997’, a third of adults said they could trust what drug 
companies had to say in their advertisements “most of the time”; by 2005^ this share had 
declined to 1 8 percent (Figure 8). Perhaps as a result of this declining trust, there is an appetite 
among some in the public for increased government regulation of prescription drug advertising; 
while a plurality (48 percent) say there is about the right amount of regulation aimed at making 
sure these ads are not misleading and six percent say there is too much, more than four in ten (43 
percent) say there should be more regulation in this area (Figure 9). More of the public fevors 
regulation when it comes to drug prices; two-thirds say there should be more regulation limiting 
the price of prescription drugs, and even when the argument that this might lead companies to do 
less R&D is mentioned, nearly half support price regulation. 

The public is also concerned about the cost of prescription drug ads and the impact of 
these costs on drug prices overall, as well as about increased consumer demand for drugs caused 
by advertising. Six in ten say pharmaceutical companies spend too much money advertising to 
patients, and roughly half (51 percent) say they spend too much on marketing to doctors (Fi^e 
10). About three in four (77 percent) believe that the cost of advertisements makes prescription 

’ Source: Kaiser Family Foundation/Harvard School of Public Health, Views on Managed Care Survey, a nationally 
representative random sample survey of 1 ,204 adults ages 1 8 and older conducted by telephone Aug. 22-Sept 23, 
1997; margin of sampling error plus or minus 3 percentage points. 

‘ Source: Kaiser Fanlily Foundation, Health Poll Report Survey, a nationally representative random sample survey 
of 1,201 adults ages 18 and older conducted by telephone February 3-6, 2005; margin of sampling error plus or 
minus 3 percentage points. 
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drugs too expensive, and four in ten (41 percent) say this bothers them “a lot.” Among other 
concerns, about two-thirds believe there are too many prescription drug ads on television (68 
percent) and that ads encourage people to take medications they don’t need (66 percent); 
however, fewer say they are bothered “a lot” by either of these issues (27 percent and 34 percent, 
respectively) (Figure 1 1). 

Talking to Doctors as a Result of Drug Ads 

Our survey suggests that the drag advertisements are prompting people to talk to doctors 
and to get more prescription drags. Nearly one-third (32 percent) of adults say they have talked 
to a doctor about a specific prescription medication they saw in an advertisement, and more than 
eight in ten of those who talked to a doctor about a drag they saw advertised (representing 26 
percent of all adults) say the doctor recommended a prescription, either for the drag they asked 
about or another prescription drag. More than half (57 percent) of those who talked to a doctor 
after seeing an ad say their doctor recommended lifestyle or behavior changes, while three in ten 
say the doctor recommended an over-the-counter drag (Figure 1 2). 

Physicians’ Views 

Like the public, physicians are somewhat split when it comes to the usefulness of 
prescription drag ads. In a 2006 survey of office-based physicians involved in direct patient care 
with adults, just over half (53 percent) of doctors said that drag company advertisements provide 
useful information for patients “most of the time” or “sometimes,” while nearly as many (47 
percent) said these ads “hardly ever” or “never” provide useful information for patients. 

Eight in ten physicians (80 percent) say that patients ask them about specific diseases or 
treatments they heard about fium advertisements for prescription drags at least “sometimes,” 
including nearly three in ten (28 percrait) who say they “fi-equently” get such inquiries fi-om 
patients. Large shares of physicians also say that patients frequently or sometimes ask them 
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about diseasM or treatments they heard about ftom friends or family members (89 percent), the 
general news media (84 percent), and the Internet (71 percent), while fewer say patients ask them 
about treatments they heard about fi^om entertainment TV shows (36 percent) (Figure 13). 

A plurality (42 percent) of physicians say that when patients ask them about specific 
diseases or treatments they heard about from prescription drug ads or other sources, these 
inquiries have a positive impact on their interactions with patients. About a third (35 percent) 
say these inquiries have no effect on their interactions with patients, while about one in five (21 
percent) say they have a negative impact (Figure 14). 

When asked what actions they usually take when patients ask them about treatments they 
heard about fi'om prescription drug ads or other sources, the most common response given by 
doctors is recommending lifestyle or behavior changes; half of doctors say they do this 
“frequently” when they get such inquiries from patients, and another 42 percent say they do this 
“sometimes.” Doctors are less likely to say they fi-equently recommend an over-the counter drug 
(18 percent), recommend a different prescription drug (14 percent), recommend no treatment (14 
percent), or give the patient a prescription for the drug they asked about (5 percent). However, a 
majority of doctors say they at least sometimes recommend a different prescription drug (76 
percent) or give the patient a prescription for the drug they asked about (57 percent) (Figure 15). 
Conclusions 

The public has mixed views of pharmaceutical companies and the advertising they 
produce. On the one hand, most Americans agree with the proponents of drug ads who say that 
they raise awareness, help educate the public, and reduce stigma. On the other hand, most 
people agree with critics of these ads who say they raise prescription drug prices and lead some 
people to take medications they don’t really need. 
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We know from our survey data that prescription drug ads are doing what they are 
designed to do - prompting people to talk to their doctor about a specific drug they saw 
advertised. Many go on to receive a doctor’s recommendation for a pr^cription as a result. 
What we don’t know is what share of those people were already under a doctor’s care for that 
particular condition and were asking about a new drug, how many were prompted by an ad to get 
needed care for a condition they hadn’t discussed with a doctor before, or how many may have 
been seeking unnecessary medications. These questions go beyond the scope of what can be 
captured in a survey of the public. Given that, ultimately, the doctor must decide whether or not 
to write the prescription, it is helpful to recognize that the majority of doctors do not seem to 
think these inquiries from patients are negatively impacting their doetor-patient relationship. 

The public prioritizes affordability of prescription dmgs, and while government 
regulation in many areas is unpopular, there is an appetite among many for increased 
government regulation when it comes to reining in prescription dmg prices. To a lesser degree, 
some are supportive of more regulation in terms of making sure advertising claims are not 
misleading, although many believe there is already enough regulation in this area. However, 
since the public has both become more skeptical of drug ads over time and gives these ads low 
scores on their ability to effectively communicate about potential side effects, the public would 
likely embrace efforts that may lead to improvements in prescription drag advertising practices. 

Thank you for the opportunity to testify today and for your attention to the public’s views 
on this matter. 1 welcome your questions. 
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Positive and Negative Views of Drug Companies 


Do you think prescription drugs 
developed over the past 20 years 
have generally made the lives of 
people In the USjtetter, worse or 
haven’t they macm much difference? 


Which statement comes closer to your view? 


Drug companies are too concerned about profits, 
not concerned enough about helping people 


73 % 

V Better ^ 


Not much 
difference 


Balance of concern 
between making 
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53% 
Mostly a 
good thing 


Figure 3 


Neither/both 


Four in Ten Report At Least One Serious Problem 
Affording Prescription Drugs 


More View Rx Drug Ads As Positive than Negative 


Do you agree or disagree with this statement: 
Prescription drug ads educate people about 
avaitabie treatments and encourage them to get 
help for medical conditions they might not have 
been aware of 


On balance, do you think prescription 
drug advertising is mostly a good 
thing, or mostly a bad thing? 









they help improve unc^rstanding 
of these condlti<ms so people 
don’t feel ashamed to haw them 
and are more likely to ask their 
dcctor for heatment 



... are mostly BAD 
because ^ey encourage 
people who don’t have 
serious mental heal^ 
conditions to think they 
need treatment 


4% 

Don't know 


Source USA T<xUqr^s«r Family FbwdaltorVHarvarti School of Public Keaei; T7te Pubk On nvscrefo) Drvgs antf ntamtextHcal CompmiNt (Jan. ^23. 2006) 


Most Think Drug Ads Do a Decent Job Informing the 
Public (except when it comes to side effects) 
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Figure? 

Ads Rank Low as a Source of Information for Rx Drugs 


Piease tell me how much you rely on each of the following sources to provide accurate 
information about prescription medicines: 


Your doctor 

Your pharmacist 

info, about the product 
In the Rx package 

Gov. agencies like FDA 
Family and friends 



Internet websites 


48% 


Ads for Rx drugs 


47% 


N«e: *Don'i knowT responses ntf shovun 

Source USA Todiq^Ca^ FaRiiy roundstiortfHgrwt] School of Pti&bc HesHh: ThtPubfc On Avscry^on Orups and RamaeetJtc^ CotttpaniesiJKx. >23, 2008) 


Figure 8 


Trust in Pharmaceutical Company Advertisements 
Declined Between 1997 and 2005 


Percent saying they can trust what pharmaceutical or drug companies have to say in 
their advertisements... 

Hardly ever □ Never 

1997 ' 



2005 



21% 13% 


Ncrte: 'Dwi't know* responses not ^own 

Sourcass; Kibsa' ParaSy FcH)w}a6onfH»i««S Schex)! of fhAiic Views on hianaged Care Aug. 22-Sept 23. 19S7); 
KsUter FamSy FoutxisSon Heath Pod Repcrt Si#vey {Ft*. 2005) 
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Figure 9 

Most Think There is Enough Government Regulation of 
Rx Drug Ads, Though Many Would Like to See More 




HcAe: 'Doni knov/ re^ionses not i^own 

Source USA Todsy/Kaistf Famly FouKiaDorkHawd Stfioeri of (>ublic Hwttt The Pubic On Pvaaptim Drugs and Pnamacnuicai Companies (Jan. 3-23, 2 


Perception of Pharmaceutical Companies’ Spending on 
Advertising and Marketing 


Do you think pharmaceutical companies spending too much, too little, or about the 
right amount of money on... 

...Advertising to patients ...Marketing their products to doctors 
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FIgwell 

Some Negative Views of Rx Drug Ads 




The cost of ads makes Rx drugs too expensive 

77% 

41% 

Ads for Rx drugs encourage people to take 
medicine they don’t need 

66% 

34% 

There are too many Rx drug ads on television 

68% 

2T% 

Many Rx drug ads are too sexually e)^icit 

46% 

20% 


Source: USA Toda^Kaiser FamSy FoundalkHVHervari} Scftool of Puttie Heattc TAe Pubk On f^saiiSan Drvgs tnd Fhifmac«uica} Compania (Jan. S-23. 2008) 


Figure 12 

Outcome of Talking to a Doctor as a Result of Ads 


As 3 result of seeing an ad for a 
prescription medicine, have you ever talked 
with a doctor about the specific medicine 
you saw or heard advertised, or not? 


Among tite 32% who have talked to a 
doctor as a result of seeing an Rx 
drug ad: Percent who say tiie doctor 
did one or more of the foliowing... 



Recommended you 
make lifestyle/ 
behavior changes 




Recommended a 
different prescription 



Gave you the 
prescription for the 
drug you asked about 



Recommended an over 
the counter drug 



Recommended any 
prescription drug 



Sour*: USA ToSayfKaeser Famay f^odtSoiVMafvMtS of FvU*: HeaWi; Th* RjWC On f^nscriplion Dniss and Ptiarmaasut'ca! Cempmies { Jat 3-23, 2008) 
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Figure 13 

Physicians’ Reports of Patients Asking About Rx Drugs 
They’ve Seen Advertised 


How often do patients talk with you about specific diseases or treatments they heard 
about from... 

H Frequency ^ Sometimes @ Rareiy □ Never 


Friends or 
femily members 


37% 


52% 


1 % 



— 

Ad^ftlsements 
prescription drugs 

, 28% iV?- 52% 1 

■ 

2% 



The general 
news media 




Physicians’ Opinions of Patient Inquiries from 
Ads and Other Sources 


OveraH, do you think these Inquiries from patients have a positive or negative 
impact on your interactions with patients, or do they have no effect? 



2% 

Don't 

know 


Sooroe: Ki^er Family Fouf^aticc Natkifmi Survey of Physidarts {^t 8, »M6} 
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Mr. Stupak. Thank you. Dr. Crosse from the Government Ac- 
countability Office, your testimony, please. 

STATEMENT OF MARCIA G. CROSSE, PH.D., DIRECTOR, 
HEALTHCARE, GOVERNMENT ACCOUNTABILITY OFFICE 

Ms. Crosse. Thank you. Mr. Chairman and members of the sub- 
committee, I am pleased to be here as you examined the practice 
of direct-to-consumer advertising of prescription drugs. My remarks 
today are primarily based on our November 2006 report on trends 
in FDA’s oversight of direct-to-consumer advertising. 

As we have heard, FDA regulates the promotion and advertising 
of prescription drugs, including television, magazine, and Internet 
materials, to ensure they are not false or misleading. Drug compa- 
nies do not have to obtain FDA’s review of consumer advertising 
materials before they are disseminated. Companies sometimes vol- 
untarily choose to submit draft versions of the materials to FDA for 
advisory comments in advance of public distribution. However, ex- 
cept in limited cases, companies are only required to submit final 
materials to FDA at the same time as they begin dissemination to 
the public. 

We found that FDA reviews only a small portion of the materials 
it receives, and the Agency cannot ensure that identifies for review 
the materials it considers to be highest priority. This has occurred 
at a time when the number of materials for consumers has more 
than doubled in 5 years, to over 21,000 items in 2007. Previously, 
FDA officials told us that the Agency prioritizes the review of ma- 
terials with the greatest potential to negatively affect public health, 
but there were no documented criteria for making this determina- 
tion. FDA tells us that it now has developed criteria to prioritize 
reviews, as we recommended in 2006. However, just as we pre- 
viously reported, FDA still does not systematically apply these cri- 
teria to identify the highest priority materials for review. 

So what happens if the reviewers find a problem with an ad? If 
FDA identifies a violation, the Agency may issue a regulatory let- 
ter, asking the drug company to pull the ad or take other actions. 
However, since the 2002 policy change requiring internal legal re- 
view by FDA’s Office of Chief Counsel of all draft regulatory let- 
ters, FDA’s process for drafting and issuing letters has taken 
longer, and the Agency has issued fewer letters per year. Prior to 
this policy change, from 1997 to 2001, it took FDA an average of 
2 weeks to issue a letter. By 2007, the time had increased to over 
6 months. FDA officials told us that the policy change was the pri- 
mary factor contributing to the longer time. 

Not only did the policy change create delays, but after the policy 
change FDA issued many fewer of these regulatory letters. The 
agency issued 15 to 25 letters per year before the policy change, 
but only issued two such letters in 2007. FDA officials told us that 
the Agency does not issue letters for all violative materials that it 
identifies. Instead, it focuses on those that it considers the most se- 
rious and most likely to negatively affect consumers’ health. At the 
time of our 2006 report, we found that the effectiveness of FDA’s 
regulatory letters at halting violative ads had been limited. By the 
time these regulatory letters were issued, drug companies had al- 
ready discontinued more than half of these ads. Generally, compa- 
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nies have complied with FDA requests and regulatory letters. They 
have removed cited materials that were still being disseminated, 
and those companies requested to issue corrective materials did so. 

However, FDA’s issuance of regulatory letters did not always 
prevent similar violations for the same drugs. We found that al- 
most one-third of drugs cited had received multiple regulatory let- 
ters, sometimes for similar types of violations. 

In conclusion, given substantial growth in direct-to-consumer ad- 
vertising in recent years, FDA’s role in limiting the dissemination 
of false or misleading advertising to the American public has be- 
come increasingly important. Fulfilling this responsibility requires 
that the Agency, among other things, review those advertising ma- 
terials that are high priority and take timely action to limit the 
dissemination of those that are false or misleading. FDA’s develop- 
ment of documented criteria to prioritize its reviews is a step in the 
right direction. However, as we recommended in 2006, we believe 
that FDA should take the next step of systematically applying 
those criteria to the materials it receives. 

Finally, despite FDA agreeing with an earlier GAO recommenda- 
tion in 2002 to issue regulatory letters more quickly, the amount 
of time it takes to draft and issue letters has continued to lengthen. 
We believe that delays in issuing regulatory letters limit FDA’s ef- 
fectiveness in overseeing direct-to-consumer ads and in reducing 
consumers’ exposure to false and misleading ads. Mr. Chairman, 
this completes my prepared remarks. I would be happy to respond 
to any questions you or other members of the subcommittee may 
have. 

[The prepared statement of Ms. Crosse follows:] 
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.United States Government Accountability Office 


74 


Mr. Chairman and Members of the Subcommittee: 

I am pleased to be here today as you examine the practice of direct-to- 
consumer (DTC) advertising of prescription drugs, which includes a range 
of media, such as television, magazines, and the Internet. The Department 
of Health and Human Services’ (HHS) Food and Drug Administration 
(FDA) regulates the promotion and advertising of prescription drugs, 
induing DTC materials, to ensure they are not false or imsleading and 
otherwise comply with applicable laws and regulations. This oversight 
function is carried out by FDA’s Division of Drug Marketing, Advertising, 
and Communications (DDMAC). Recently, you have raised concerns 
regarding potentially misleading DTC advertising for several drugs. 

FDA regulations require that drug companies submit final DTC advertising 
materials to FDA at the time they are first disseminated to the public.’ In 
addition, although generally not required to do so, drug companies may 
voluntarily submit draft versions of DTC advertising materials to FDA for 
advisory comments.’^ If FDA identifies a violation in a disseminated DTC 
advertisement, such as a false or misleading safety or effectiveness claim, 
the agency may issue a regulatory letter. In these letters, FDA asks drug 
companies to take specific actions, such as stopping the dissemination of 
the advertisement and, if FDA finds the violation to be particularly serious, 
running another advertisement to correct misleading impressions left by 
the violative advertisement. DDMAC drafts these regulatory letters, which 
are then reviewed and approved by the agency’s Office of Chief Counsel 
(OCC). In October 2002, we reported on delays in FDA’s issuance of these 
regulatory letters and recommended that the agency take action to reduce 
the amount of time for internal review of draft regulatory letters citing 


'2! C.F.R, §3l4.81(b)(3Xi)C2007). 

’’21 C.F.R. §202.1{j)(4)(2007). The FDA Amendments Act of 2007 provided FDA with new 
authorities related to the oversight of DTC advertising. The Act, among otlter things, 
authorizes FDA to require the subtnisaon of any draft television dmg advertisement for 
review up to 45 days before it is scheduled to be disseminated. See Pub. L. No. 110-85, 

8 901(d)(2), 121 Stat. 823, 939 (2007), codified at 21 U.S.C, § 353b, 

’The Pharmaceutical Research and Manufacturers of America (PhRMA) issued guidance 
effective January 2006 that states that "[drugl companies should submit ail new DTC 
television drug advertisements to the FDA before releasing these advertisements for 
broadcast." PliHMA Guiding Principles: Direct to Consumer Advertisements about 
Prescription Medicines (Washington, D.C.: PhRMA, November 2005), 
htq)://www.phiTna.(wgi1iles/DTCGui<linaprinciples.pdf (accessed Apr. 29, 2008). 
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violations in DTC materials.'* In response to our recommendation, FDA 
agreed to take steps to reduce the time to issue regulatory letters. 

My remarks today are primarily based on our November 2006 report on 
trends in FDA’s oversight of DTC advertising and the actions it took when 
it identified a violation in a disseminated DTC advertisement.^ Today, I will 
discuss (1) the DTC advertismg materials FDA reviews, (2) FDA’s process 
for issuing regulatory letters citing DTC advertising materials and the 
number of letters issued, and (3) the effectiveness of FDA’s regulatory 
letters at limiting the dissemination of false or misleading DTC advertising. 

For our November 2(K)6 report, to examine the DTC advertising materials 
that FDA reviewed, we obtained data from FDA on the number and type of 
advertising materials that it received and reviewed from 1997 through 
2005. To examine FDA’s process for issuing regulatory letters that cited 
violative DTC advertising materials and the number of such letters that 
FDA issued, we reviewed all regulatory letters issued by FDA from 1997 
through 2005. To examine the effectiveness of these regulatory letters, we 
reviewed their content to identify violations cited; we did not evaluate the 
appropriateness or legal sufficiency of these letters. In addition, we 
obtained information from FDA about the timeliness of the letters issued 
in 2004 and 2005 and drug companies’ compliance with any corrective 
action requested by FDA. For this statement, we reviewed data from FDA 
to update selected information from our 2006 report. We shared the 
updated facts contained in this statement with FDA officials. They 
provided technical comments which we incorporated as appropriate. We 
conducted the work for our November report from January 2006 through 
November 2006 and for this statement from April 2008 through May 2008. 
We conducted all of our work in accordance with generally accepted 
government auditing standards. Those standards require that we plan and 
perform the audit to obtain sufficient, appropriate evidence to provide a 
reasonable basis for our findings and conclusions based on our audit 
objectives. We believe that the evidence obtained provides a reasonable 
basis for our findings and conclusions based on our audit objectives. 


^GAO, Prescription Drugs: FDA Oversight of Direct-to-Consumer Advertising Has 
Limitations, GAO-0:M77 (Washington, D.C.: Oct. 28, 2002). 

^GAO, Prescription Drugs: Iviprovenients Needed in FDA 's Oversight of Direct-to- 
Consumer Advertising, GAO-07-r>'} (Washington, D.C.: Nov. 16, 2006). 
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In summary, in our 2006 report we found that FDA reviewed a small 
portion of tfie DTC materials it received, and the agency could not ensure 
that it identified for review the materials it considered to be highest 
priority. We found that the number of final DTC materials FDA received 
each year had almost doubled from 2002 through 2005. Since 2006, the 
number of materials received by FDA has continued to increase. While 
FDA officials told us that the agency prioritized the review of materials 
that had the greyest potential to negatively affect public health, we found 
that the agency had not documented criteria to make this prioritization. 
Rather, FDA officials identified informal criteria that reviewem considered 
when identifying materials for review. We recommended that FDA 
document and systematically apply criteria for prioritizing its reviews of 
DTC advertising materials. We also noted in our 2006 report that FDA 
could not determine whether a particular material had been reviewed. 
Therefore, we recommended in our 2006 report that the agency track 
which DTC materials have been reviewed. In May 2008, FDA informed us 
that it now had documented criteria to prioritize reviews. However, FDA 
still does not systematically apply its criteria to all of the DTC materials it 
receives to determine which are highest priority for review. FDA officials 
also indicated to us in May 2008 that the agency still does not track 
whether a particular material has been reviewed. As a result, the agency 
cannot ensure that it is identifying and reviewing the highest-priority 
materials. 

Since a 2002 policy change requiring internal legal review of all draft 
regulatory letters, FDA’s process for drafting and issuing letters has taken 
longer and the agency issued fewer letters per year. Prior to this policy 
change, from 1997 through 2001, it took FDA an average of 2 weeks to 
issue a letter. After the change, from 2002 through 2005, once the agency 
began drafting a regulatory letter for violative DTC materials, it took an 
average of 4 months to issue the letter. In 2006 and 2007, the time 
increased to an average of over 5 months. FDA officials told us that the 
policy change contributed to the lengthened review by creating additional 
levels of review and making it necessary for the DDMAC reviewers who 
draft the regulatory letters to do substantially more work to prepare for 
and respond to comments from OCC. After the policy change, FDA issued 
about half as many regulatory letters that cited violative DTC 
advertisements per year— between 8 and 11 letters annually from 2002 
through 20(®, compared with 15 to 25 letters annually from 1997 through 
2001. FDA issued 4 such letters in 2006 and 2 in 2007. FDA officials told us 
that the agency issued letters only for the violative DTC materials that it 
considered the most serious and most likely to negatively affect 
consumere’ health. 
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At the time of our 2006 report, we found that the effectiveness of FDA’s 
regulatory letters at halting the dissemination of violative DTC materials 
had been limited. FDA issued 19 such regulatory letters from 2004 through 
2005. On average, it issued these letters 8 months after the violative 
materials were fiiat disseminated. By the time these regulatory letters 
were issued, drug companies had already discontinued more than half of 
the violative advertisements. Generally, companies complied with FDA 
requests to remove cited materials that were still being disseminated, and 
those companies requested to issue corrective materials did so, but not 
until 5 months or more after the regulatory letter was issued. FDA’s 
issuance of regulatory letters did not always prevent drug companies from 
later disseminating similar violative materials for the same drugs. We 
found that of the 89 drugs for which FDA cited violative DTC materials 
from 1997 through 2005, 25 drugs had DTC materials cited in more than 
one regulatory letter, sometimes for similar types of violations. Delays in 
issuing regulatory letters limit FDA’s effectiveness in overseeing DTC 
advertising and in reducing consumers’ exposure to false and misleading 
advertising. 


Background 


FDA regulates the content of all prescription drug advertising, whether 
directed to consumers or medical professionals. Advertising that is 
targeted to consumers includes both DTC and “consumer-directed” 
materials. DTC advertising includes, for example, broadcast 
advertisements (such as those on television and radio), print 
advertisements (such as those in magazines and newspapers), and Internet 
advertisements (such as consumer advertising on drug companies’ Web 
sites). In contrast, consumer-directed advertisements are designed to be 
given by medical professionals to consumers and include, for example, 
patient brochures provided in doctors’ offices. 

Advertising materials must contain a “true statement” of information 
including a brief summary of side effects, contraindications, and the 
effectiveness of the drug.® To meet this requirement, advertising materials 
must not be false or misleading, must present a fair balance of the risks 
and benefits of the drug, and must present any facts that are material to 
the use of the drug or claims made in the advertising. With the exception 


®21 C.F.R § 202.1(e)(1), (2X2007)- Those advertising materials that call attention to the 
name of the dn^ but do not include indication or dosage recommendations for use of the 
drug are exempt from diese brief summary requirements. 
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of broadcast ^vertiseinents, materials must present all of the risks 
described in the drug’s approved labeling. Broadcast materials may 
present only the major side effects and contraindications, provided the 
materials make “adequate provision” to give consumers access to the 
information in the drug’s approved or permitted package labeling.^ 

Within FDA, DDMAC is responsible for implementing the laws and 
regulations that apply to prescription drug advertising. In March 2002, 
DDMAC created a DTC Review Group, which is responsible for oversight 
of advertising materials that are directed to consumers. As of May 2008, 
the group had a total of two group leaders, seven reviewers, and two social 
scientists. This group’s responsibilities include reviewing final DTC 
materials and reviewing and [)roviding advisory comments on draft DTC 
materials. The group also monitors television, magazines, and consumer 
advertising on drug companies’ Web site.s to identify advertising materials 
that were not submitted to FDA at the time they were first disseminated 
and reviews advertising materials cited in complaints submitted by 
competitors, consumers, and others. 

Once submitted to FDA, final and draft DTC advertising materials are 
distributed to a DTC reviewer. For final materials, if the reviewer identifies 
a concern, the agency determines whether it represents a violation and 
merits a regulatory letter. For draft materials submitted by drug 
companies, FDA may provide the drug company with advisory comments 
to consider before the materials are disseminated to consumers if, for 
example, the reviewers identify claims in materials that could violate 
applicable laws and regulations. 

If FDA identifies violations in disseminated DTC materials, the agency may 
issue two types of regulatory letters— either a “warning letter” or an 
“untitled letter.” Warning letters are typically issued for violations that may 
lead FDA to pursue additional enforcement actions if not corrected; 
untitled letters are issued for violations that do not meet this threshold. 
Both ^es of letters cite the type of violation identified in the company’s 


‘FDA published draft guidance for DTC broadcast advertisements in 1997, and final 
guidance in 1999, that described an approach drug companies could use to meet the 
regulatory requirement fcff making adequate provision of key information, Tlie outlined 
approach provides that drug companies disseminate complete information included in a 
drug's approved package Idling through alternative sources, such as a toll-free number 
and a drug company site. See FDA, Guidance for Industry: Consumer-Directed 
Broadcast Advertisements {Rockville, Md.: Aug. 1999). 
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advertising material, request that the company submit a written response 
to FDA wiriiin 14 days, and request that the company take specific actions. 
Untitled letters request th^ companies stop disseminating the cited 
advertising materials and other advertising materials with the same or 
similar claims. Warning letters further request that the company issue 
advertBing materials to correct the misleading impressions left by the 
violative advertising materials.® The draft regulatory letters are 
subsequently reviewed by officials in DDMAC, FDA’s Office of Medical 
Policy (which oversees DDMAC), and OCC. FDA has stated that it 
instituted OCC review for the purpose of promoting voluntary compliance 
by ensuring that drug companies that receive a regulatory letter 
understand that the letter has undergone legal review and the agency is 
prepared to go to court if necessary.® 


FDA Reviewed a 
Small Portion of DTC 
Materials and Could 
Not Ensure It Was 
Reviewing the 
Highest-Priority 
Materials 


As of 2006, FDA reviewed a small portion of the increasingly large number 
of DTC materials it received. FDA attempted to target available resources 
by focusing its reviews on the DTC advertising materials that had the 
greatest potential to negatively affect public health, but the agency did not 
document criteria for prioritizing the materials it received for review. 
Agency reviewers considered several informal criteria when prioritizing 
the materials, but these were not systematically applied and the agency did 
not document if a particular DTC material was reviewed. As a result, the 
agency could not ensure that it was identifying or reviewing the materials 
that were the highest priori^. 


FDA officials told us at the time of our 2006 report that the agency 
received substantially more final and draft materials than the DTC Review 
Group could review. In 2005, FDA received 4,600 final DTC materials 


®Whi!e FDA doos not have explicit auiChority to require crompanies to act upon these letters, 
if the companies continue to violate applicable laws or regulations, the agency has other 
administrative and judicial enforcement avenues that could encourage compliance or result 
in the product bidng taken off the market. For example, FDA. through the Department of 
Justice, m^ seek additional remedies in the courts resulting in the seizure of drugs deemed 
to be misbranded because their advertising is false or misleading. With the enactment of 
the FDA Amendments .Act of 2007, PDA was also authorized to assess civil monetary 
penalties. Pub. L No. 110^, § 901(d)(4), 121 Stat. 823, 940-942 (2007), codified at 21 U.S.C, 
§ 333(g). 

®Sec (lA(>-fl3-177. 32. 
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(excluding Internet materials) and 6,168 final Internet materials. FDA 
also received 4,690 final consumer-directed materials — such as brochures 
given to consumers by medical professionals. FDA received a steadily 
increasing number of final materials from 1999 through 2005. We found 
that, in 2006 and 2007, the total number of final DTC, Internet, and 
consumer-directed materials FDA received continued to increase." (See 
fig. 1.) 


Figure 1: Number of Final DTC, internet, and Consumer-Directed Materials 
Submitted to FDA, 1999 through 2007 

Numbers m thousands 
25 



Year 

Source: GAO analysis o) RM data . 


''Fda’s count of submilicd materials did not distinguish between Internet materials 
targeted to consumers and those targeted to medical professionals. However, FDA officials 
told us that most Internet materials, such as drug companies’ Web sites, include both a 
consumer and a professional component. 

' ' We could not determine whether there had been a similar increase in the number of draft 
DTC materials FDA received because the agency did not track this information. 
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FDA officials estimated that reviewers spent the majority of their time 
reviewing and commenting on draft materials. However, we were unable 
to determine the number of final or draft materials FDA reviewed, because 
FDA did not track this information. In tlie case of final and draft broadcast 
materials, FDA officials told us that the DTC group reviewed all of the 
materials it received; in 2005, it received 337 toal and 146 draft broadcast 
materials. However, FDA did not document whether these or other 
materials it received had been reviewed. As a result, FDA could not 
determine how many materials it reviewed in a given year. We 
recommended in our 2(K)6 report that the agency track which DTC 
materials had been reviewed. FDA officials indicated to us in May 2008 
that the agency still did not track this information. 

At the time of our 2006 report, FDA officials identified informal criteria 
that the agency used to prioritize its reviews. FDA officials told us that, to 
target av^able resources, the agency prioritized the review of the DTC 
advertising materials that had the greatest potential to negatively affect 
public health. We recommended that FDA document its criteria for 
prioritizing its reviews of DTC advertising materials. FDA informed us in 
May 2008 that it now has documented criteria to prioritize reviews. For 
example, its first priority is to review materials with “egregious” violations, 
such as those identified through complaints. In addition, FDA places a 
high priority on reviewing television advertising materials. FDA officials 
also told us that the agency places a high priority on reviewing draft 
materials because they provide the agency with an opportunity to identify 
problems and ask drug companies to correct them before the materials are 
disseminated to consumers. 

We reported in 2006 that FDA did not systematically apply its criteria for 
prioritizing reviews to all of the materials that it received. Specifically, we 
found in 2006 that, at the time FDA received the materials, it recorded 
information about the drug being advertised and the type of material being 
submitted but did not screen the DTC materials to identify those that met 
its various informal criteria. FDA officials told us that the agency did 
identify all final and draft broadcast materials that it received, but it did 
not have a system for identifying any other high-priority materials. Absent 
such a system for all materials, FDA relied on each of the review'ers — ^in 
consultation with other DDMAC officials — to be aware of the materials 
that had been submitted and to accurately apply the criteria to determine 
the specific materials to review. This created the potential for reviewers to 
miss materials that the agency would consider to be a high priority for 
review. Furthermore, because FDA did not track information on ite 
reviews, the agency could not determine whether a particular material had 
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been reviewed. As a result, the agency could not ensure that it identified 
and reviewed the hi^est-priority materials. We recommended that the 
agency systematically screen the DTC materials it received against its 
criteria to identify those that are the highest priority for review. As of May 
2008, FDA stUl did not have such a process. 


After the 2002 Policy 
Change, FDA’s 
Process for Issuing 
Regulatory Letters 
Took Longer and the 
Number of Letters 
Issued Declined 


In 2006 we reported that, after the 2002 policy change requiring legal 
re\iew by OCG of all draft regulatory letters, the agency’s process for 
drafting and i^uing letters citing violative DTC materials had stretched to 
several months and FDA had issued fewer regulatory letters per year. As a 
result of the policy change, draft regulaloiy letters received additional 
levels of review and the DTC reviewers who drafted the letters did 
substantially more work to prepare for and respond to comments resulting 
from review by OCC. FDA officials told us that the agency issued letters 
for only the violative DTC materials that it considered the most serious 
and most likely to negatively affect consumers’ health. 

Once FDA identified a violation in a DTC advertising material mid 
determined that it merited a regulatory letter, FDA took several months to 
draft and issue a letter. For letters issued from 2002 through 2005, once 
DDMAC began drafting the letter for violative DTC materials it took an 
average of about 4 months to issue the letter. The length of this process 
varied substantially across these regulatory letters — one letter took 
around 3 weeks from drafting to issuance, while another took almost 
19 months. In comparison, for regulatory letters issued from 1997 through 
2001, it took an average of 2 weeks from drafting to issuance. We 
recommended in 2002 that the agency reduce the amount of time to draft 
and issue letters and the agency agreed. We found in 2006, however, that 
the review time had increased and we again urged the agency to issue the 
letters more quickly. In 2006 and 2007, it took an average of more than 
5 months from drafting to issuance. One letter took less than 2 months to 
issue while another took about 11 months. (See fig. 2 for the average 
months from 1997 through 2007.) 
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Figure 2: Average Months to issue Regulatory Letters Citing Violative OTC Materials, 1997 through 2007 

Mmiths to issue regulatory letters (initial draft to issuance) 



Source: GAO analysis o( FDA oocuments. 

Note: For each letter, we determined the number of months from the date on which a reviewer first 
began drafting a regulatory letter to the date the letter was issued. FDA does not track the date a 
violation was identified or the date it was determined that the violation merited a regulatory tetter. 

The primary factor that contributed to the increase in the iength of FDA’s 
process for issuing regulatory letters was the additional work that resulted 
from the 2002 policy change. All DDMAC regulatory letters were reviewed 
by both OCC staff and OCC’s Chief Counsel. In addition to the time 
required of OCC, DDMAC officials told us that the policy change created 
the need for substantially more work on their part to prepare the 
necessary documentation for legal review, After meeting with OCC and 
revising the draft regulatory letter to reflect the comments from OCC, 
DDMAC would formally submit a draft letter to OCC for legal review and 
approval. OCC often required additional revisions before it would concur 
that a letter was legally supportable and could be issued. While OCC 
officials told us that the office had given regulatory letters that cited 
violative DTC materials higher priority than other types of regulatory 
letters, their review of DDMAC’s draft regulatory letters was a small 
portion of their other responsibilities and had to be balanced with other 
requests, such as the examination of legal issues surrounding the approval 
of a new drug. Recently, FDA informed us that it now allows some steps to 
be eliminated — ^if deemed unnecessary for a particular letter — in an 
attempt to make the legal review process more efficient. 
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The number of regulatory letters FDA issued per year for violal ive DT( ' 
materials decreased after the 2002 policy change lengthened the agency's 
procejs for issuing letters. From 2002 to 2005, the agency issued bet ween 8 
and 11 regulatory letters per year that cated DTC' materials. Pr ior to the 
policy change, from 1997 through 2001, FDA issued between 15 and 25 
letters citing DTC materials per year. Ai\ FD.A. official t old us t hat both the 
lengthened review time resulting from the 2002 policy change ai\d sMf 
tunrover within the DTC Review Group contributed to the decline in the 
number of issued regulatory letters. More recently, w'e found that the 
number of letters issued that cite DTC materials has continued to 
decline—FDA issued 4 letters in 2006 and 2 letters in 2007. (See fig. 3 for 
the number of letters issued from 1997 through 2007.) 


Figure 3; Number of Regulatory Letters FDA Issued That Cited DTC Advertising Materials, 1997 through 2007 

Numbers of letters 
30 



Year 

j I Warning letters 
CD Untitled letters 
Source: GAO an^sis Of FDA regulaioiy teHers. 
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Although the total number of regulatory letters FDA issued for violative 
DTC materials has decreased, the agency has issued in recent years 
proportionately more warning letters — ^which cite violations FDA 
considers to be more serious. Historically, almost all of the regulatory 
letters that FDA Issued for DTC materials were untitled letters for less 
serious violations. FVom 1997 through 2001, FDA issued 98 regulatory 
lettere citing DTC advertising materials, 6 of which were warning letters. 
From 2002 through 2005, 8 of the 37 regulatory letters were warning 
letters. Of tiie 6 letters FDA issued for DTC materials in 2006 and 2007, 4 
were warning letters. 

FDA regulatory letters may cite more than one DTC material or type of 
violation for a given drug. Of the 19 regulatory letters FDA issued from 
2004 through 2005, 7 cited more than 1 DTC material, for a total of 31 
different materials. These 31 materials appeared in a range of media, 
including television, radio, print, direct mail, and the Internet. Further, 
FDA identified multiple violations in 21 of the 31 DTC materials cited in 
the letters. The most commonly cited violations related to a failure of the 
material to accurately communicate information about the safety of the 
drug. The letters also often cited materials for overstating the 
effectiveness of the drug or using misleading comparative claims. Of the 6 
regulatory letters FDA issued in 2006 or 2007 that cited DTC materials, 2 
cited more than 1 DTC material and all identified multiple violations in 
each of the cited materials. 

For our 2006 report, FDA officials told us, that the agency issued 
regulatory letters for DTC materials that it believed were the most likely to 
negatively affect consumers and that it did not act on all of the concerns 
that its reviewers identified. For example, they said the agency may be 
more likely to issue a letter when a false or misleading material was 
broadly disseminated. When reviewers had concerns about DTC materials, 
they discussed them with others in DDMAC and may have met with OCC 
and medical officers in FDA’s Office of New Drugs to determine whether a 
regulatory letter was warranted. However, because FDA did not document 
decisions made at the various stages of its review process about whether 
to pursue a violation, officials were unable to provide us with an estimate 
of the number of materials about which concerns were raised but the 
agency did not issue a letter. 
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Effectiveness of FDA 
Regulatory Letters at 
Halting Dissemination 
of Violative DTC 
Materials Was Limited 


At the time of our 2006 report, we found that FDA regulatory letters were 
limited in their effectiveness at halting the dissemination of false and 
misleading DTC advertising materials. We found that, from 2004 through 
2005, FDA issued regulatory letters an average of about 8 months after the 
violative DTC materials they cited were first disseminated, by which time 
more than half of the m^eriais had already been discontinued. Although 
drug companies complied with FDA’s requests to create materials to 
correct the misimpressions left by the cited materials, these corrections 
were not disseminated until 5 months or more after FDA issued the 
regulatory letter. Furthermore, FDA's regulatory letters did not always 
prevent drug companies from later disseminating similar violative 
materials for the same drugs. 


Because of the length of time it took FDA to issue these letters, violative 
advertisements were often disseminated for several months before the 
letters were issued. From 2004 through 2005, FDA issued regulatory letters 
citing DTC materials an average of about 8 months after the violative 
materials were first disseminated. FDA issued one letter less than 1 month 
after the material was first disseminated, while another letter took over 
3 years. The cited materials were usually disseminated for 3 or more 
months, and of the 31 violative DTC materials cited in these letters, 16 
were no longer being disseminated by the time the letter was issued. On 
average, these letters were issued more than 4 months after the drug 
company stopped disseminating these materials and therefore had no 
effect on their dissemination. For the 14 DTC materials that were still in 
use when FDA issued the letter, the drug companies complied with FDA’s 
request to stop disseminating the violative materials. However, by the time 
the letters were issued, these 14 materials had been disseminated for an 
average of about 7 months.** 


As requested by FDA in the regulatory letters, drug companies often 
identified and stopped disseminating other materials with claims similar to 
those in the violative materials. For 18 of the 19 regulatory letters issued 
from 2004 through 2005, the drug companies indicated to FDA that they 
had either identified additional similar materials or that they were 
reviewing all materials to ensure compliance. In addition to halting 
materials directed to consumers, companies responding to 11 letters also 


*'For one violative advertising material, we wore unable to determine from FDA’s files 
when the violative advertising material ended. 
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Stopped disseminalang materials with similar claims that were targeted 
directly to m«iical professionals. 

Drug companies disseminated the corrective advertising materials 
requested in FDA warning letters, but took 5 months or more to do so. In 
each of the six warning letters FDA issued in 2004 and 2005 that cited DTC 
materials, the ^ency asked the drug company to disseminate truthful, 
nonmisleading, and complete corrective messages about the issues 
discussed in the regulatory letter to the audiences that received the 
violative promotional materials. In each case, the drug company complied 
with this request by disseminating corrective advertising materials. For the 
six warning letters FDA issued in 2004 and 2005 that cited DTC materials, 
the corrective advertising materials were initially disseminated more than 
5 to almost 12 months after FDA issued the letter. For example, for one 
allergy medication, the violative advertisements ran from i^ril through 
October 2004, FDA issued the regulatory letter in April 2005, and the 
corrective advertisement was not issued until January 2006. 

FDA regulatory letters did not always prevent the same drug companies 
from later disseminating violative DTC materials for the same drug, 
sometimes using the same or similar claims. From 1997 through 2005, FDA 
issued regulatory letters for violative DTC materials used to promote 89 
different drugs. Of these 89 drugs, 25 had DTC materials that FDA cited in 
more than one regulatory letter, and one drug had DTC materials cited in 
eight regulatory letters.’’ For 15 of the 25 drugs, FDA cited similar broad 
categories of violations in multiple regulatory letters. For example, FDA 
issued regulatory letters citing DTC materials for a particular dmg in 2000 
and again in 2005 for “overstating the effectiveness of the drug.” For 4 of 
the 15 drugs, FDA cited the same specific violative claim for the same drug 
in more than one regulatory letter. For example, In 1999 FDA cited a DTC 
direct mail piece for failing to convey important information about the 
limitations of the studies used to approve the promoted drug. In 2001, FDA 
cited a DTC broadcast advertisement for the same drug for failing to 
Include that same information. 


”ln 2006 and 2007, FDA issued 6 letters for drugs that had not previously been cited in 
regulatory lettere. As of April 2008, the agency had issued one regulai,ory letter for a drug 
that had been cited in 2 previous regulatory letters, 
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Concluding 

Observations 


Given subst^tial growth in the number of DTC advertising materials 
submitted to FDA in recent years, FDA's role in limiting the dissemination 
of false or misleading advertising to the American public has become 
increasingly important. Fulfilling this responsibility requires that the 
agency, among other things, review those DTC advertising materials that 
are highest priority and take timely action to limit the dissemination of 
thc^e that are false or misleading. We found in 2006 that FDA did not have 
a complete and systematic process for tracking and prioritizing all 
materials that it received for review. FDA’s development of documented 
criteria to prioritize reviews is a step in the right direction. However, as we 
recommended in 2006, we believe that FDA should take the next step of 
systematically applying those criteria to the DTC materials it receives to 
deteimine which are highest priority for review. While the agency said that 
it would require vastly increased staff to systematically screen materials, 
we found in 2006 that FDA already has most of the information it would 
need to do so. Finally, despite FDA agreeing in 2002 that it is important to 
issue regulatory letters more quickly, the amount of time it takes to draft 
and issue letters has continued to lengthen. We believe that delays in 
issuing regulatoiy letters limit FDA’s effectiveness in overseeing DTC 
advertising and in reducing consumers’ exposure to false and misleading 
advertising. 


Mr. Chairman, this completes my prepared statement. I would be happy to 
respond to any questions you or the other members of the subcommittee 
may have at this time. 


Contacts and further information about this statement, please contact 

MarciaCrosse, at (202) 512-7U4orcrossem@gao.gov. Contact points 
Acknowledgments for our offices of Congressional Relations and Public Affairs may be 

found on the last page of this statement. Martin T. Gahart, Assistant 
Director; Chad Davenport; William Hadley; Cathy Hamann; Julian Klazkin; 
and Eden Savino made key contributions to this statement. 
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Mr. Stupak. Well, thank you, and thank you to all of our wit- 
nesses for your testimony. We will begin questions. Dr. Nielsen, 
why does the AMA have policies on direct-to-consumer advertising? 

Dr. Nielsen. We have policy because physicians have been con- 
cerned about this for 20 years. We have seen a change in the legal 
environment. This, apparently, is protected under the First Amend- 
ment, and therefore it is unlikely that the clock will be turned back 
to a ban. However, as was pointed out, there are only two countries 
in the world that allow this kind of advertising, the other being 
New Zealand. 

So it has been a concern, and doctors, frankly, are not real fond 
of direct-to-consumer advertising, not because we don’t want pa- 
tients to come in and talk about their symptoms. We do value the 
educational aspects, but it is frankly fairly clear that that the ma- 
jority of what is happening has a marketing effect rather than an 
educational effect, and it is troubling when a patient comes in with 
a demand for a particular drug, and that sometimes results in 
what you have heard described from the Kaiser Family Founda- 
tion. 

Mr. Stupak. Would you believe that because a doctor appears in 
an ad the general public are more apt to believe the credibility of 
that ad? Is that the AMA’s position? 

Dr. Nielsen. It is our position that we strongly discourage physi- 
cians from appearing in ads. 

Mr. Stupak. Why do you strongly discourage? 

Dr. Nielsen. Because we think that, frankly, they don’t know 
the patients that they are talking to and it does lend an air of 
credibility. We discourage it. We say that if it does happen, then 
there should be a disclaimer indication that the physician has been 
compensated. 

Mr. Stupak. OK, so there has to be a disclaimer about compensa- 
tion. 

Let me talk about the Lipitor ad there with Dr. Jarvik. He is not 
a license doctor, right? 

Dr. Nielsen. No, but it is my understanding he does have an 
M.D. degree, so he would be appropriately referred to as Dr. 
Jarvik, although it is also my understanding he has never been li- 
censed. 

Mr. Stupak. So he is not licensed to write a prescription for 
Lipitor, is he? 

Dr. Nielsen. That is correct, but once he graduated from medical 
school, he is a doctor. 

Mr. Stupak. OK, is he a cardiologist? 

Dr. Nielsen. It is my understanding that he is not, no. He is cer- 
tainly an expert in matters involving the heart, as we all know, in 
terms of the device. 

Mr. Stupak. Is he a cardiac surgeon? 

Dr. Nielsen. No, sir. 

Mr. Stupak. Is it AMA’s position, like when they had that person 
rowing in the Lipitor ad, that they should disclose that was not Dr. 
Jarvik? 

Dr. Nielsen. Well, actually, when I saw the ad, I didn’t know it 
was supposed to be Dr. Jarvik. Sorry, I think that went right past 
me. 
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Mr. Stupak. Everyone assumed it was. Sorry. What is a heart 
expert? They use that word in that ad. What is a heart expert? 

Dr. Nielsen. Well, there are lots of heart experts. We have 
physiologists at my medical school who teach cardiac physiology. 
They certainly are heart experts. That is very different than being 
a cardiologist. 

Mr. Stupak. So it could he a full-fledged cardiologist to a con- 
sumer advocate? 

Dr. Nielsen. I am sorry, I don’t understand. 

Mr. Stupak. Well, it could mean almost anything then, right? 
Heart expert could mean almost anything. By using it in an ad, 
you don’t know how I am referencing it. 

Dr. Nielsen. I guess that is correct. There are many people with 
many different kinds of expertise that could he referred to in that 
manner. 

Mr. Stupak. Dr. Brodie, if I may, can you tell us whether the 
public is interested in seeing more regulation or less regulation 
based upon your studies? 

Ms. Brodie. In our latest study, definitely, there is an interest 
from some for more regulation in this area. We found about 43 per- 
cent felt that there was a need for more regulation. About 48 per- 
cent said that there was already about the right amount. 

Mr. Stupak. Your latest study, is this the one that was in Janu- 
ary? 

Ms. Brodie. Yes. 

Mr. Stupak. It was in USA Today. I think Kaiser had it in USA 
Today in early January, right? 

Ms. Brodie. Yes, it was a partnership with us, the USA Today 
and the Harvard School of Public Health, and the data was col- 
lected in January of 2008. 

Mr. Stupak. And if I remember correctly that data basically said 
that we would like to see the regulation on pricing of drugs come 
down, right? 

Ms. Brodie. The real complaint that the public has is not so 
much as the ads themselves, but it is their perceived impact that 
the ads have on prices. The real concern the public has about pre- 
scription drugs right now is the price of drugs. Certainly, we saw 
about two-thirds of people interested in seeing more regulation 
when it came to prices, but my take-away message from the public 
is that because they have become more skeptical of drug ads over 
time, because they are concerned about the relationship between 
ads and prices, and because they also give them low scores on their 
ability to communicate side effects, I think that regulation in this 
area would be welcome. I think any or any other efforts would be 
welcome in trying to help improve prescription drug advertising. 

Mr. Stupak. Right. In fact if I take away something from your 
study there, it was like, well, we think they do a decent job of ad- 
vertising but the thing they sort of fall off on or don’t tell us about 
are the side effects. 

Ms. Brodie. Yes. They gave good scores when it came to being 
able to communicate what the drug was for and the basic benefits 
of the drug. The public feels like that information is communicated 
well but they feel like they do a less good job talking about the side 
effects. 
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Mr. Stupak. Dr. Nielsen mentioned that when she was taking 
care of her grandchild, about the inappropriateness of the ad when 
she was helping her grandchild. Did the public have any sentiment 
like that, as Congressman Hall mentioned to me earlier today on 
the floor. Do they think there is appropriateness when an ad 
should be shown and when it should not be shown? 

Ms. Brodie. Our research didn’t ask exactly about the appro- 
priateness of the timing of ads, but we did ask whether they felt 
like ads were too sexually explicit, and about 40 percent felt that 
they were, these direct-to-consumer ads could be too sexually ex- 
plicit. On the other hand, this wasn’t something that bothered peo- 
ple very much. Only about 20 percent said that that bothered them 
a lot. So I think that it certainly bothers some people out here, but 
I wouldn’t say it is a general impression. But we didn’t ask specifi- 
cally about the timing of ads. 

Mr. Stupak. And I am sure your group had to be at least 18 or 
older to answer your questions. 

Ms. Brodie. Yes, it is a national random adult sample. 

Mr. Stupak. I would be interested if we could go to a preschool 
and see what they are saying. 

Questions, Mr. Shimkus? 

Mr. Shimkus. Thank you, Mr. Chairman. I will tell you all and 
the folks in the audience here that I have a major concern on the 
timing of these ads. Dr. Nielsen, I would concur with you, and I 
think my positions here over the many years support a family 
hour, support the appropriateness of what is broadcast. And I am 
just putting that out for the record because I have been in that 
same position, although it has not been with my grandchildren, it 
is with my children, since I am a late bloomer. And Dr. Day, I 
apologize for not being here but I would like to just publicly say 
I would like to have you come by and visit with me. I would like 
to visit the flapping of wings and the peer review issue of research. 
So if you could do that, I would appreciate it. 

Dr. Nielsen, are you aware of the Food and Drug Administration 
study proposed experimental evaluation and impact distraction on 
consumer understanding of risk and benefit information in direct- 
to-consumer prescription drug broadcast advertisements published 
in the Federal Register on August 22 , 2007? 

Dr. Nielsen. I have not read that, sir. 

Mr. Shimkus. The purpose of the study is, in part, part of this 
debate, so I would encourage you to look at that, and we add that 
into the toolbox of understanding about this whole approach. I 
think it would be helpful. 

Dr. Nielsen. If I could just comment, we certainly support the 
FDA, as I have stated. 

Mr. Shimkus. Do you support the provision that we increase the 
authority of the FDA to do civil penalties and the like with the un- 
derstanding that we have done that and it has only been a short 
term that it has been in play. 

Dr. Nielsen. Yes, sir. And in fact, our policy goes further than 
what has been passed by Congress and it encourages that pre-ap- 
proval, as you know. 

Mr. Shimkus. Do you concur with the statements from my friend 
from California that made the assumption that we can’t trust phy- 
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sicians because they are bought off by the pharmaceutical compa- 
nies? 

Dr. Nielsen. Well, I think what you heard from Dr. Day is phy- 
sicians are people like everybody else, and the way things are pre- 
sented to them is just as important as the way it is presented to 
consumers. 

Mr. Shimkus. So you agree with him? 

Dr. Nielsen. I agree that physicians are people. I do not agree 
that physicians are bought off by drug companies. 

Mr. Shimkus. Well, I mean that is the assertion made. 

Dr. Nielsen. I heard that, sir. I was in the audience. We have 
an ethical position about that that we would be happy to discuss 
with you. 

Mr. Shimkus. I’m fine with your position. I think I would address 
it with my colleague from California. I think that is who made the 
assertion. I appreciate your profession. I appreciate the Hippocratic 
Oath. I think part of this problem is the prescriber of the drug is 
whom? 

Dr. Nielsen. Drugs are prescribed by physicians. They can also 
be prescribed, in some states, by other health professionals. 

Mr. Shimkus. So the health professionals do the prescribing and 
part of the Kaiser Foundation research said that one of the benefits 
is it helps create information for people to go to physicians. And 
really, in the Kaiser study, it said that on the most part that doc- 
tors directed these patients who came for information to other 
drugs or lifestyle changes. You would think that that would bene- 
ficial, wouldn’t you? 

Dr. Nielsen. Indeed. And in fact, when a patient comes in dis- 
cussing symptoms, that can only be a good thing. 

Mr. Shimkus. And I think, again, that is the debate, especially 
with the First Amendment issues. Again, my caveat is this family 
hour provision and the timeliness of advertising, which might claim 
that I am schizophrenic on this, but I think when it comes to the 
kids and what is aired over the air, I am willing to really push that 
issue. 

Dr. Nielsen. The ethical tenets of our profession are very clear, 
that one should, in prescribing a drug, do what is best for that pa- 
tient. There is no question about that. 

Mr. Shimkus. Dr. Crosse, you are aware that the Congress in- 
creased spending on staff assigned to review ads to $6.25 million 
a year from the previous high of just over $1 million? 

Ms. Crosse. Yes, I believe under the amendments act. 

Mr. Shimkus. Have you staffed up? 

Ms. Crosse. The FDA has increased the staff assigned to the di- 
vision to review these ads. 

Mr. Shimkus. So we have new law and we have increased staff- 
ing, so we are moving in the right direction if we are concerned 
about direct-to-consumer marketing. 

Ms. Crosse. I would believe that there are number of steps that 
are positive in this area. 

Mr. Shimkus. You mentioned a change in policy with regard to 
review of regulatory letters so that the chief counsel’s office reviews 
them for legal sufficiency. Why was this change made? 
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Ms. Crosse. We don’t really have a clear understanding of why 
this specific change was made. We reported on it in 2002 and again 
in 2006. I think there was a concern that came down from HHS 
from the General Counsel’s office direction that this change he 
made to review the letters for sufficiency. 

Mr. Shimkus. Thank you. Mr. Chairman. 

Mr. Stupak. Mr. Barton for questions. Do you want to do an 
opening statement? 

Mr. Barton. I shall just take five minutes and going to do a lit- 
tle of both since I have been delayed. 

I apologize for not being here for a good part of the hearing. As 
we all know, there have been a lot of votes on the floor and things 
like that, but you know, last year, the committee, on a bipartisan 
basis, adopted an amendment to give the FDA some new authority 
in terms of making sure that drug ads are done properly. I don’t 
know if there have been any questions about that. But we are in 
a situation today — this is not, in my opinion, Sinclair Lewis of the 
early 1900s when we had buyer-beware drugs and food products 
being sold to the American people. One of the drugs that is under 
review today I take: Lipitor. I have taken it for 2 years since I had 
a heart attack. I go see my cardiologist every 6 months, and accord- 
ing to him, it is working fine, and I am working fine. 

So I guess I would ask our AMA witness. Dr. Nielsen, do you 
consider some of these drug ads to be so misleading that we should 
consider changing the current laws we have for reviewing them at 
the FDA? 

Dr. Nielsen. Yes, sir. As I stated in my testimony, it is AMA pol- 
icy that the FDA be given authority, and of course by that we mean 
effective authority to not only do the kind of sanctioning that has 
already been granted to them, but also to give them the authority 
and the resources to carry out the mission to pre-approved direct- 
to-consumer ads. 

Mr. Barton. So you think this is a more important problem than 
plants in China that are putting poison into heparin? 

Dr. Nielsen. No, sir, that is not at all what we mean. The FDA 
has wide authority. But as long as it is legal to do direct-to-con- 
sumer drug advertisements, then it is very important that it not 
be misleading to the public. So as long as we have it, there has to 
be regulation. 

Mr. Barton. These ads that we are reviewing today were aired 
before the new law that we passed last year and the new regula- 
tion had actually been implemented. And as I understand it, most 
of the ads that are in question today have been voluntarily pulled 
from television. So I just want to make sure I understand, it is the 
American Medical Association position that current law that has 
yet to have the regulations implemented is not strong enough. 

Dr. Nielsen. That is our policy, and it is not targeted against 
any specific ads. 

Mr. Barton. Mr. Chairman, I respectfully disagree with the 
AMA’s position, but I respect the American Medical Association. I 
will be happy to look at the issue in greater detail. I don’t consider 
this to be the most pressing issue that is before the subcommittee. 
And as you know, since I used to chair this subcommittee, I am a 
strong supporter of aggressive oversight and investigation, and I 
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will support you and Chairman Dingell procedurally in almost any- 
thing that you wish to investigate. But I would hope that some of 
the other issues that were ongoing, including our foreign food in- 
spections, would perhaps take a little bit higher priority. With that, 
I yield back. 

Mr. Stupak. I thank the gentleman. While it is true there are 
new rules, which some of us think are very weak provisions, but 
they are new provisions, and I hope that these hearings not only 
highlight the fact there are some new rules that will be imple- 
mented, but maybe FDA will take it seriously. Number one. Num- 
ber two, apply pressure on the FDA to quickly enact these new 
rules and not take years to do it, and take actions against violators. 
So those are some of the reason why we are doing this. On a light- 
er note, I notice that you have been taking Lipitor for 2 years, do 
we expect to see you on the Potomac rowing? 

Mr. Barton. Well, I have got as much experience doing that as 
the person that was in the ad. 

Mr. Stupak. I think you have more experience. But on a serious 
note, I think it is the first time we have had an opportunity to take 
note of your portrait, and I would like to congratulate you on hav- 
ing that addition of your portrait in the hearing room as former 
chair, so thank you and thank you for being here. 

Mr. Whitfield, I guess, for question. And we will go another 
round. I have questions, and we will go another round. 

Mr. Whitfield. Thank you, Mr. Chairman, and I thank the 
panel for being here. I am sorry I missed your testimony, but I am 
a little bit familiar with what your testimony was. 

Dr. Nielsen, recognizing that the AMA’s position is pre-clearance 
of these ads, it is my understanding that you have made some ref- 
erence that direct-to-consumer ads may cause or contribute to over- 
utilization of prescription drugs. Is that your position or is that cor- 
rect? 

Dr. Nielsen. That is our concern. We respectfully request studies 
to look at that. 

Mr. Whitfield. OK, but there have been no studies on that? 

Dr. Nielsen. There have been some, as you have heard, that 
have approached it in other ways, but it is a concern, as eveiyone 
is worried about healthcare costs, particularly if the advertising is 
for drugs that are under patent, which may be no more effective 
than a drug that is available that is considerably cheaper. 

Mr. Whitfield. Well, the thing that puzzles me about all of this, 
and I talked a little bit about this in my opening statement is the 
fact that the doctor prescribes the medicine, and that is what they 
are trained to do, to diagnose and prescribe the medicine. So are 
you saying that doctors are actually influenced by their patients be- 
cause of what patients see on television about ads? 

Dr. Nielsen. I think there is no question that that is the case, 
and it causes some problematic moments in the office. I can tell 
you, absolutely, from my own 23 years in practice that it happened 
periodically. It happened several times a week. Patients came in, 
essentially convinced because, particularly a television ad con- 
vinced them that they needed a specific drug. So the conversation, 
then, was not about the symptoms so much as it was about why 
that drug or some alternative was going to be 
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Mr. Whitfield. So what is the responsibility of the doctor in that 
instance? 

Dr. Nielsen. The responsibility is very clear. The doctor’s ethical 
responsibility is to do what he or she thinks is the best thing for 
that patient. When there are alternatives, it is, in fact, quite pos- 
sible that the physician may be persuaded by the patient’s in- 
creased demand that as one of the alternatives be prescribed, but 
it always has to be in the patient’s best interest. 

Mr. Whitfield. I know that it is difficult to speak categorically 
in every instance, but generally speaking, it has been my experi- 
ence that when I go to a doctor or when family members go to a 
doctor, and when I served on the health subcommittee, that gen- 
erally speaking, patients listen to their doctors, and generally 
speaking, they are pretty comfortable with the physician’s opinion. 
They may go out and get a second opinion or a third opinion, which 
I think is good, but I would just be shocked, myself, to think that 
physicians would be so intimidated or pressured by patients to pre- 
scribe a particular drug because of someone seeing it on television. 
And maybe I am being naive, but I just feel like one of the prob- 
lems in our healthcare system, in my view, is that patients, gen- 
erally, almost categorically do what the doctor says and that they 
should get a second opinion or so. Do you think I am off base in 
that belief or not? 

Dr. Nielsen. No, not completely, but let me offer a couple of 
things. First, you heard from the Kaiser Family Foundation, and 
I will defer to my colleague to give us the statistics, but you heard 
that about half of the time the physician will prescribe something 
else or recommend an alternative, or sometimes an over-the- 
counter approach. On the other hand, there are other studies which 
show that a patient may leave a physician if they do not get the 
drug that they are seeking, and every doctor will tell you about 
that. That doesn’t mean that they give them the drug so they don’t 
leave, but they have had patients leave them, so think it is not 
quite true that all patients do what their doctors recommend. 
Would that it were so and would that we had better communication 
between patients and doctors about their symptoms. 

Mr. Whitfield. In this information age in which we live today, 
with the Internet and people go online and put in drugs and all 
sorts of information is available, I don’t have any scientific evi- 
dence to support this, but I would imagine that people can go on 
the Internet and get all sorts of information about drugs that 
maybe they are getting as much information from that source as 
they are from direct ads. Is that any concern to you about all of 
the information that is out there on the Internet? 

Dr. Nielsen. In my experience, most of the time the Internet re- 
search done is more disease-specific than drug-specific. It does lead 
people, sometimes, to the drug-specific information. However, what 
we are really talking about today is the ads, primarily on tele- 
vision, because that has been relatively new over the past 11 years. 
The print ads tend to be a little more balanced, but the TV ads are 
the ones that are of more concern, and that is different than a pa- 
tient searching for information about diabetes on the Internet. You 
are absolutely right you can get good and bad information on the 
Internet as well. 
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Mr. Whitfield. Dr. Crosse, two of the three ad campaigns we 
are discussing with the next panel involve direct-to-consumer ad- 
vertising on treatment options for high cholesterol. Did your No- 
vember 2006 report on direct-to-consumer ads recognize any bene- 
ficial relationship between those direct-to-consumer ads and treat- 
ing high cholesterol? 

Ms. Crosse. Yes, we talked in that report about the research 
that is out there that talks about the role of these ads in informing 
and educating patients as well as some of the same concerns that 
we have just heard from Dr. Nielsen. There has been research on 
both sides of this issue, and there certainly is some evidence that 
it can play a positive role in informing patients about treatment op- 
tions they may not have been aware of before. 

Mr. Whitfield. I see my time has expired, Mr. Chairman. 

Mr. Stupak. Thank you, Mr. Whitfield. Mr. Walden for questions 
please. 

Mr. Walden. Thank you, Mr. Chairman. 

Mr. Chairman, one question for you before I ask the witnesses. 
Did the FDA not want to testify at this hearing, or were they in- 
vited or they refused? I know we have had problems in the past, 
sometimes, getting them here. 

Mr. Stupak. It was decided not to have them at this hearing. 

Mr. Walden. OK, I hope at a future hearing they are here, be- 
cause I think it would be good to pose some of these questions to 
them, and I am disappointed we are not going to have that chance. 

Dr. Crosse, let me go to you then. As you mentioned in footnote 
2 in your written testimony, the FDA Amendments Act of 2007 
gave this new authority to the FDA. The act authorized the FDA 
to require submission of any draft TV ad for review up to 45 days 
before it is scheduled to be aired. It gave the FDA the power to im- 
pose civil money penalties if statements and drug ads are false or 
misleading. Is that adequate authority for the FDA? 

Ms. Crosse. I think we don’t know yet. These new authorities 
have not yet been implemented by FDA, and I think it is too soon 
to see how that will play out. The civil monetary penalties would 
be a step, in general, beyond what they have been doing with unti- 
tled letters and warning letters, the kind of regulatory actions they 
have been taking. Since in 2007, they only issued two such enforce- 
ment letters, I think we are talking about a potentially very small 
number of actions that would ever arise to the level of civil mone- 
tary penalties because in general 

Mr. Walden. Is that because most ads aren’t false or misleading? 

Ms. Crosse. I can’t speak to how many ads have false or mis- 
leading content. FDA has not identified that many ads that rose to 
the level of taking regulatory action, and when they have, the com- 
panies have in general been responsive to pull those ads. 

Mr. Walden. Are you aware of any ads or any companies that 
have refused to pull an ad? 

Ms. Crosse. I am not aware of any, no, and the increasing num- 
ber of companies had already voluntarily been submitting broad- 
cast television ads to FDA for advisory opinions prior to broadcast. 
This new authority will allow FDA to call for companies to do that 
across the board for the television ads, not the other materials 
which comprise the bulk of the DTC advertising. 
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Mr. Walden. Let me ask you this question. We have dealt in this 
oversight subcommittee before on some of the products that are not 
regulated by the FDA but claim incredible benefit for their usage, 
and the FDA has really no regulatory authority. I am talking about 
supplements here. Does the FDA have any authority regarding 
those advertisements and claims? 

Ms. Crosse. They can take action to ask the companies for sup- 
port, but they do not have the same authority in this area as they 
do in the area of prescription drugs and in fact the Federal Trade 
Commission has been the primary actor in regulating advertising 
by dietary supplements. 

Mr. Walden. I know some of the discussion my colleagues were 
having about the family hour and some of these ads that run, we 
were having a little chat back here about trying to explain to a 
teenager about a lot of things, whether it is a Victoria’s Secret ad, 
or feminine products, or some of the supplements that claim incred- 
ible, well, you know what I mean. And none of those would really 
fall under this issue either. And I think we have to be careful in 
this country to go down a slippery slope when the court has clearly 
said there is a right to commercial speech for a legal product. Cor- 
rect? Hasn’t the Supreme Court ruled that on commercial speech 
in this area? 

Ms. Crosse. I am not qualified to speak to that for the direct- 
to-consumer advertising of prescription drugs, but that certainly is 
the concern that has been raised about controlling 

Mr. Walden. I thought there was a court decision that validated. 
There certainly have been court decisions that have overturned 
prohibitions on some liquor advertising. It seems to me that there 
has to be an overriding public interest issue here, and I am not 
sure I see it. I hear a lot from my constituents, but the physicians 
who hate getting this rush of people coming in saying what about 
this drug. I understand that, and given their time commitments to 
each patient, that has got to be difficult to manage, but I have al- 
ways been a believer that more information is better than less, and 
more freedom of disclosure of information is better than a govern- 
ment censor of information, and that an open and free market- 
place, when we are advertising legal drugs that have been ap- 
proved, I may not like all of those ads, but I guess I have just a 
little different philosophy about it. Dr. Nielsen, do you have a com- 
ment? 

Dr. Nielsen. I do. I think we would absolutely agree with you, 
and that is why we have been very careful to say that ads that are 
educational can in fact be beneficial. You will hear things on tele- 
vision and on the radio like know your numbers. That could refer 
to your blood pressure. It could refer to your cholesterol. That is 
very helpful. That is important. Patients do need that kind of infor- 
mation. That is really not the concern. It is some of what you heard 
earlier, although we didn’t have the sophistication of the glittery 
bee wings, which I find very interesting. The risks and benefits, 
one has to be very careful, because frankly, the educational mission 
we would support. The marketing we would ask to be fair and bal- 
anced. 
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Mr. Walden. All right, and I know my time is expired. I appre- 
ciate the testimony of all of our witnesses today. Thank you very 
much. 

Mr. Stupak. We will go another round of questions if anyone has 
any more questions. Dr. Nielsen, you indicated the AMA would like 
the ads to be evidence-based reviewed. 

Dr. Nielsen. We want the ads claiming benefits to be evidence- 
based and related to what has been presented to the FDA for the 
indications for which they were approved, yes. 

Mr. Stupak. So evidence-based review would, in a way, work like 
Dr. Day did, like not speed up the words, not put them at the end 
where you lose meaning, not to put glitter in bee wings or anything 
else to distract you, correct? 

Dr. Nielsen. And I think that the study that was referred to ear- 
lier that the FDA is proposing to do will look at just that. 

Mr. Stupak. OK, you also mentioned a moratorium so we know 
the side effects. Could you explain that? 

Dr. Nielsen. It was not quite that. It was when a new product 
comes to the market, if it is significantly different, then hopefully 
the FDA would have the authority to negotiate with the manufac- 
turer for a moratorium on DTCA for a period of time to be sure 
that the information is adequately communicated to physicians 
first who have to prescribe that drug. 

Mr. Stupak. Well, like the Vytorin. They say in that ad there are 
two ways you get cholesterol, which is educational, which is good, 
and it claimed that the drug could address both of those ways, 
which it did not. So in that instance, because Vytorin was some- 
thing new, would that be the type of drug you would like to say, 
well, let’s wait a little bit and make sure it works before we put 
it out advertising it. 

Dr. Nielsen. No, now you are talking about something different. 
What that ad calls to mind is the issue of emerging science. As the 
science emerges, that the combination is no more effective than a 
lesser cost 

Mr. Stupak. Sure, Zocor. 

Dr. Nielsen. And if that data were in fact suppressed while mar- 
keting was going on, that is of grave concern and should be a con- 
cern to the country. 

Mr. Stupak. So emerging science should not even be advertised 
until it is at least proven science. 

Dr. Nielsen. Emerging science, it is really important to recog- 
nize the imbalance between what emerges from the scientific lit- 
erature and the vast resources committed to direct-to-consumer ad- 
vertising, and we value our colleagues who are in the pharma- 
ceutical industry. We ask them merely to be ethical and fair and 
when new science emerges to take that into consideration with a 
fair and balanced ad or pull the ad. 

Mr. Stupak. OK, and let me ask this question to either one of 
you if you would care to answer. I will take Vytorin, a new drug. 
It is expensive. I don’t have the numbers. It was $8 or $9 a tablet 
or something. It was quite a bit, and Zocor is 5 cents. Has anyone 
ever done a study like that only the most expensive drugs are the 
ones being advertised as opposed to Zocor is just as good as 
Vytorin, but you don’t see it on TV anymore because the patent is 
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expired? Has anyone ever done that? Are the drugs we are seeing 
on the TV the expensive ones in those areas? Has Kaiser done 
that? GAO? AMA? 

Dr. Nielsen. It is very clear that it is the drugs under patent 
that are being advertised. 

Mr. Stupak. The most expensive drugs then? You don’t know or 
you are not in the position to say? 

Dr. Nielsen. Well, we think we all know the answer to that. 

Mr. Stupak. Yes, I think we all do. All right. Let me ask this. 
Dr. Crosse, we talked about the chief counsel office and there is a 
change in policy. Was there a problem before that we had to 
change the policy so now it takes us so long, like 6 months, to get 
a letter out to a drug company on advertising? Was there a prob- 
lem that they highlighted that they said here is why it is going to 
Chief Counsel so it slows the process down to make sure we do it 
right? Were there problems? 

Ms. Crosse. It is not clear that there was a problem. The stated 
purpose for the policy change was to ensure the legal supportability 
of the letters that were being issued. The letters that had pre- 
viously been issued had not been challenged, however, on the basis 
of their legality, so it is not clear that there was a direct link to 
that. Having said that, we don’t object to them wanting to ensure 
the supportability of the letters they issue. It is the time it has 
taken, and they committed to issuing those much more quickly in 
2002. They said they were putting in place a process to do reviews 
within 15 days and ensure that letters were issued within 45 days, 
but every single year, it has continued to lengthen until 2007, and 
it is now over 6 months to do the review of these, and some of 
these have had over 30 iterations internally at FDA before a letter 
has been issued. 

Mr. Stupak. My friend Mr. Shimkus pointed out that we have 
increased money for the FDA to review these ads. Even with more 
people there, you may do other things. You may try to streamline 
it, but as long as we have this bottleneck at the Office of Chief 
Counsel, it is not going to expedite FDA review of an ad or enforce- 
ment action. 

Ms. Crosse. Certainly, we point to that as marking a change 
that has greatly reduced the number of regulatory actions FDA has 
taken in this area. 

Mr. Stupak. My time has expired. Anyone else for questions? Mr. 
Shimkus. 

Mr. Shimkus. Yes, just real quick, Mr. Chairman. Dr. Nielsen, 
when a prescription is written, does the doctor list the side effects 
on the prescription itself? 

Dr. Nielsen. No, sir. That is normally on what the pharmacist 
will hand to the patient. 

Mr. Shimkus. Correct. I am just asking the question. 

Dr. Nielsen. But there is a discussion 

Mr. Shimkus. See, I really trust my doctor, but we have bad ac- 
tors in every organization that disappoint us. But I give the physi- 
cians a lot more credit than I think you are doing today by them 
being able to stand up and say I don’t care what you are saying. 
You are my patient. This is not right for you. And I believe that 
they are strong enough in fortitude and backbone, and I would 
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trust a doctor over an ad any day of the week because we all know 
ads are there to sell you things. I mean Cocoa Puffs. You name it. 
Americans know that because we have free, over-the-air TV, you 
have to support that through advertising revenue, and advertising 
is there to sell you things. So I think that is part of our frustration. 
We love our doctors. They are true professionals, and I just think 
they are tougher than what is being said here today, and I trust 
them to be able to stand up against a large pharmaceutical com- 
pany that may be advertising something that is not in their pa- 
tients’ best interest. 

Let me ask you another question. We are going to talk about spe- 
cific ads in the next panel. Of the three drugs that we are going 
to be addressing, are all three of them not in compliance based 
upon evidence? Is there a problem with the evidence behind the 
claim? 

Dr. Nielsen. I can’t comment on those three ads specifically, but 
I really do need to comment because if I implied in any way that 
physicians are not acting ethically and they are caving to demands, 
I really have not conveyed what 

Mr. Shimkus. I am just trying to stand up for my doc who I 
know. 

Dr. Nielsen. I am here to stand up for the hundreds of thou- 
sands of educated, ethical, dedicated, and hardworking physicians, 
but it is true that patients have left physicians because they would 
not bend to those lands of marketing pressures. 

Mr. Shimkus. So then they are going to get the drug from a doc 
who is not ethical. 

Dr. Nielsen. They will find someone who will prescribe the drug. 
There are studies to show that. But indeed, doctors work very hard 
to try to do the right thing for their patients. 

Mr. Shimkus. That is all I have, Mr. Chairman. 

Mr. Stupak. Mr. Whitfield? 

Mr. Whitfield. Just one other question, Mr. Chairman, thank 
you. 

Dr. Brodie, I know you have conducted some polling about where 
patients get information about prescription drugs. Where do direct- 
to-consumer ads rank for prescription drugs. Would you go through 
that briefly? 

Ms. Brodie. In the January survey that I talked about before, 
we asked people to rank sources of information, about how much 
they information they get, and as we just heard, doctors are right 
at the top. Seventy-two percent say they get a lot of information 
about prescription drugs from their doctor. Pharmacists ranked 
second. Information about the product in the prescription-drug 
package ranks third. Forty-three percent say they get a lot of that. 
Twenty-two percent say they get a lot from government agencies 
like the FDA, families and friends, the Internet, and then at the 
bottom of the list is ads for prescription drugs in terms of where 
people say they are getting the most information from. 

Mr. Whitfield. OK, I yield back the balance of my time. 

Mr. Stupak. Mr. Ferguson for questions? 

Just one question. Your survey showed, and you went back and 
compared it with a survey the Kaiser Foundation did, I believe, 
back in 1997, people trusted the ads to be accurate more, did they 
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not, than they do in your survey here in 2005? It was almost like 
a doubling they lost confidence in these ads. 

Ms. Brodie. Yes, in 1997, I think, 33 percent said they trusted 
them most of the time, and that was down to 18 percent now, that 
they could trust what the drug companies had to say in their ad- 
vertisements most of the time, so that has fallen from 33 percent 
in 1997 down to 18 percent now. I think that is reflective of the 
changes that we have seen in DTC advertising. In 1997, they were 
very new. It was something that were just sort of getting exposed 
to, and now they are ubiquitous, and now, I think, are assessing 
the ads more like they are any ad in that they are not new any- 
more. They are just an advertisement like any other product or 
service. 

Mr. Stupak. Dr. Nielsen, the AMA is concerned, just in summa- 
tion in a way, about doctors appearing in ads because of trust- 
worthiness. They have to disclose if they have a fee, and they 
should have because they are considered experts in these areas. Is 
that what you are trying to say? I didn’t think you were dumping 
on doctors. 

Dr. Nielsen. Yes, sir. We think doctors should relate to their pa- 
tients, and they should not be, frankly, hired hucksters for a drug 
company. And I hate to use that perjorative term, but when one 
appears in an ad, it implies a credulity that we think is not seemly, 
and so we strongly discourage it. If they do appear, then we strong- 
ly insist that there must be a disclaimer. 

Mr. Stupak. In the Lipitor ad, I want to go back to this just one 
more time. Dr. Jarvik wasn’t licensed to prescribe the medicine. 
Underneath your rules, he would be considered a doctor, and there- 
fore, underneath your guidelines, he should have disclosed he was 
a paid consultant. Was that one of the problems with this ad? 

Dr. Nielsen. Well, that would meet our guidelines, yes. You 
know, I think most Americans know when a celebrity appears in 
an ad that they probably are compensated for that, but we think 
with a physician that they should be clear about that. 

Mr. Stupak. With Dr. Jarvik’s status, went to medical school, 
but is not allowed to write a prescription because he is not licensed, 
would he have had to follow the AMA guidelines? He is not a mem- 
ber, right? 

Dr. Nielsen. No, he is not. 

Mr. Stupak. So there is no requirement on him? 

Dr. Nielsen. We have no enforcement arm, but these are what 
we strongly recommend. 

Mr. Stupak. OK, anything further? It has been a good panel. We 
could go on and on, but I think we are going to dismiss you. Thank 
you all very much for your testimony today. 

I would now like to call up our third panel of witnesses and in- 
vite them to come forward. On our third panel, we have Mr. James 
Sage, who is the Senior Director and Team Leader for Lipitor at 
Pfizer; Mr. Deepak Khanna, who is the Senior Vice President and 
General Manager of Merck and Schering-Plough Pharmaceuticals; 
Ms. Kim J. Taylor, who is President of Ortho Biotech, a wholly- 
owned subsidiary of Johnson & Johnson. 

It is the policy of this subcommittee to take all testimony under 
oath. Please be advised each of you have the right under the rules 
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of the House to be advised by counsel during your testimony. Do 
any of you wish to be represented by counsel? 

Ms. Taylor. I am here with our company’s outside counsel, Mr. 
Lenny Brewer. 

Mr. Stupak. ok, you may consult with him, but he cannot tes- 
tify, so if you want to consult with him if a question is asked to 
you, you have a right to do so. 

Ms. Taylor. Thank you very much. 

[Witnesses sworn] 

Mr. Stupak. We will begin with your five-minute opening state- 
ment, and we will start from my left. Mr. Sage, would you like to 
begin, please? 

STATEMENT OF JAMES SAGE, SENIOR DIRECTOR/TEAM 
LEADER, LIPITOR, PFIZER, INC. 

Mr. Sage. Good afternoon, Mr. Chairman, Ranking Member 
Shimkus and members of the subcommittee. My name is Jim Sage, 
and I am the senior director and Lipitor team leader for Pfizer, 
which means that I am responsible for the marketing practices for 
Lipitor in the U.S. On behalf of Pfizer, I want to thank you for the 
opportunity to briefly address a few key issues relating to Pfizer’s 
television advertisements for Lipitor, including Pfizer’s use of di- 
rect- to-consumer advertising, the value of Lipitor, and Dr. Jarvik’s 
role as a spokesperson. 

Regarding direct-to-consumer television advertising, Pfizer is 
committed to responsible advertising that anticipates and address- 
es the needs of patients and physicians. Pfizer developed safe and 
effective medicines to prevent and treat some of the world’s most 
serious illnesses. In 2007, we invest $7.6 billion in research and de- 
velopment, and we use DTC to increase awareness of our products, 
to educate consumers about the conditions that they treat, and to 
increase patient and physician discussion about those conditions. 

Unlike most other industries, pharmaceutical companies cannot 
sell their products directly to the people who use them. Instead our 
products must be prescribed by physicians. As a result, the pre- 
scribing doctor’s role is indispensable when considering the DTC 
issue. DTC ads encourage an active partnership between patients 
and their doctors. Millions of Americans suffer from treatable med- 
ical conditions that remain undiagnosed, untreated, or under-treat- 
ed. 

This is certainly the case with high cholesterol, only half of those 
who have this condition have been diagnosed, and of those who 
have been diagnosed, only half have received treated. Elevated 
LDL cholesterol is one of the most common risk factors for cardio- 
vascular disease. Heart disease and stroke continue to be a leading 
cause of death and disability in the United States. Statins, includ- 
ing Lipitor, have played an important role in addressing the risk 
of heart disease when diet and exercise alone are not enough. 

Lipitor itself has been studied for approximately 15 years, in over 
400 clinical trials, in over 80,000 patients. Lipitor was in research 
and development for nearly a decade before coming to market. Our 
commitment to research did not stop there but continued with sev- 
eral landmark trials. These trials helped form the basis for the cur- 
rent understanding of cardiovascular risk and for updated cardio- 
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vascular disease-prevention guidelines. In fact, six of these trials 
have been cited by independent guideline bodies as impacting cur- 
rent standards of care. 

What we learned from this research is that when diet and exer- 
cise alone are not enough, Lipitor is a safe and effective medicine 
to reduce LDL cholesterol by 39 to 60 percent and has significantly 
reduced the risk of heart attack and stroke in a broad range of pa- 
tients with common risk factors, including hypertension, diabetes, 
and preexisting heart disease. 

Now, let us turn from the science that has proven Lipitor’s safety 
and effectiveness to our company’s television advertising campaign 
for Lipitor featuring Dr. Jarvik. Pfizer asked Dr. Jarvik to appear 
in Lipitor advertisements because he is recognized for his work re- 
lated to the human heart. Dr. Jarvik honestly and sincerely em- 
braced our heart health campaign. He and Pfizer believed that the 
ad were an effective way to deliver an important preventative 
health message to a large number of patients to encourage them 
to reduce the risk of heart disease through diet and exercise, was 
well as through consultation with their doctors about the impor- 
tance of managing their cholesterol. 

Dr. Jarvik received his MD degree from the University of Utah 
College on Medicine in 1976. Although not a practicing physician, 
he has devoted his entire career to medical science related to the 
human heart. He has invented medical devices to help patients 
with advanced heart disease, and he has collaborated with other 
physicians and scientist on these activities. As Dr. Jarvik has said 
publicly, he has the training, experience, and medical knowledge to 
understand the conclusions of the extensive clinical trials that have 
been conducted to support the safety and effectiveness of Lipitor. 
Both Pfizer and Dr. Jarvik are confident that the statements in- 
cluded in these ads fairly represent the scientific data of Lipitor. 

Some have asked why Pfizer decided to stop using Dr. Jarvik in 
our advertisements. We chose Dr. Jarvik to participate in these ads 
because he is nationally prominent expert, with the knowledge and 
experience to speak intelligently and sincerely about the benefits of 
Lipitor. Unfortunately, the way that Dr Jarvik was presented in 
these ads has created misimpressions and distractions from our 
primary message which was to encourage patients and physicians 
to discuss the leading cause of death in the world: cardiovascular 
disease. 

Going forward, we are committed to ensuring there is greater 
clarity in our advertising regarding the presentation of 
spokespeople. In summary, Pfizer believes it is important to con- 
tinue to educate consumers about the risks of elevated cholesterol 
and the value that Lipitor provides as a potential treatment option. 
We believe that DTC ads are an effective way to accomplish this 
objective. Thank you, and I look forward to any questions that you 
may have. 

[The prepared statement of Mr. Sage follows:] 
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Testimony before the House Committee on Energy and Commerce 
Subcommittee on Oversight and Investigations 

Statement of 
James T. Sage 

Senior Director/Team Leader, Lipitor® 

Pfizer Inc 

May 8, 2008 

Good morning Mr. Chairman, Ranking Member Shimkus and Members of the 
Subcommittee. 

My name is Jim Sage, and I am the Senior Director and Lipitor Team Leader for 
Pfizer, which means that I am responsible for the U.S.-based marketing activities for 
Lipitor® (atorvasiatin calcium) (“Lipitor”). Pfizer is the world’s largest research-based 
biomedical and pharmaceutical company. Our people work to discover, develop, 
manufacture and deliver quality, safe and effective prescription medicines to patients. 

We have a leading portfolio of medicines that prevent, treat and cure diseases across a 
broad range of therapeutic areas and that are used to improve the health and lives of 
millions of Americans. 

On behalf of Pfizer, I want to thank you for the opportunity to briefly address a 
few key issues relating to Pfizer’s television commercials for Lipitor, including: 

■ Pfizer’s use of direct-to-consumer advertising; 

• the value of Lipitor, 

■ Dr. Robert Jarvik’s role as spokesperson. 

Regarding direct-to-consumer television advertising, Pfizer is committed to 
responsible advertising that anticipates and addresses the needs of patients and doctors. 
Pfizer develops safe and effective medicines to prevent and treat the world’s most serious 
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diseases. In 2007, we invested $7.6 billion in research and development. We use DTC to 
increase awareness of our products, to educate consumers about the conditions that they 
treat and to increase patient and physician discussion about those conditions. 

Unlike most other industries, pharmaceutical companies cannot sell products 
directly to the people who use them. Instead, these products must be prescribed by 
physicians. As a result, the prescribing doctor’s role is indispensable when considering 
the DTC issue. 

Pfizer believes in the importance of DTC advertising in helping to address critical 
healthcare needs in this country. We know from research that consumers need and want 
healthcare information to make educated decisions. However, many consumers face 
barriers to proper diagnosis and treatment, including lack of information, denial, 
embarrassment, stigma, low health literacy, coverage, safety concerns and lack of 
urgency. There is substantial evidence that DTC advertising educates consumers and 
motivates them to: seek additional information about their medical condition and 
corresponding treatment options; consult their physicians for diagnosis and appropriate 
treatment; and follow the treatment plans directed by their physicians. 

DTC ads encourage an active partnership between patients and their doctors. 
Millions of Americans suffer from treatable medical conditions that remain undiagnosed, 
untreated or under-treated. This is certainly the case with high cholesterol, as only half of 
those with this condition have been diagnosed and only half of those diagnosed receive 
treatment. Elevated LDL cholesterol is one of the most common risk factors for 
cardiovascular disease. Heart disease and stroke continue to be leading causes of death 
and disability in the United States. Statins, including Lipitor, have played an important 
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role in addressing the risks of heart disease when diet and exercise alone are not enough. 
2005 data from the United States Centers for Disease and Control show that since 1 999, 
deaths from cardiovascular heart disease have dropped by more than 25%, and deaths 
from stroke have fallen by 24%, A number of factors have contributed to this, including 
advancements in available treatment options for major risk factors - including cholesterol 
reduction, 

Lipilor itself has been studied for about 1 5 years in more than 400 clinical trials, 
including more than 80,000 patients. Llpitor was in research and development for nearly 
a decade before coming to market. Our commitment to research did not stop there but 
continued with several landmark trials published in leading peer-reviewed medical 
journals, including the Nevf England Journal of Medicine, the Lancet, the Journal of the 
American Medical Association, and ihs Journal of the American College of Cardiology. 
These trials helped form the basis for current understanding of cardiovascular risk and for 
updated cardiovascular disease prevention guidelines. In fact, six of these trials have 
since been cited by independent guideline bodies as impacting current standards of care. 

What we’ve learned from this research is that, when diet and exercise alone are 
not enough, Lipilor is a safe and effective medicine to: 

• Significantly lower LDL by 39-60%; and 

• Significantly reduce the risk of heart attack and stroke in a broad range of 
patients with common risk factors like hypertension, diabetes or history of 
heart disease 

Now, let’s turn from the science that has proven Lipitor's safety and effectiveness 
to our company’s television advertising campaign for Llpitor featuring Dr. Jarvik. 
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Pfizer asked Dr. Jarvik to appear in Lipitor advertisements because he is 
recognized for his work related to the human heart. Dr. Jarvik honestly and sincerely 
embraced our heart health campaign. He and Pfizer believe the ads were an effective 
way to deliver an important preventive health message to a large number of people by 
encouraging them to reduce the risk of heart disease through diet and exercise as well as 
consultation with their doctors about the importance of managing cholesterol. 

Dr. Jarvik received his M.D. degree from the University of Utah College of 
Medicine in 1 976. Although not a practicing physician, he has devoted his entire career 
to medical science related to the human heart. He has invented medical devices to help 
patients with advanced heart disease, and has collaborated with other physicians and 
scientists on these activities. As Dr. Jarvik has said publicly, he has “the training, 
e.xperience, and medical knowledge to understand the conclusions of the extensive 
clinical trials that have been conducted to study the safety and effectiveness of Lipitor." 
Both Pfizer and Dr. Jarvik are confident that the statements included in the ads fairly 
represent the scientific data about Lipitor. 

An important objective of the Jarvik advertising campaign for Lipitor was to 
highlight the importance of diet and exercise in reducing cardiovascular risk. When diet 
and exercise are not enough, adding medication such as Lipitor may be an important 
consideration for doctors and patients to discuss. 

Some have asked why Pfizer decided to stop using Dr. Jarvik in our advertising. 
We chose Dr. Jarvik to participate in these ads because he is a nationally prominent 
expert with the knowledge and experience to speak intelligently and sincerely about the 
benefits of Lipitor. Unfortunately, the way Dr. Jarvik was presented in these ads has 
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created misimpressions and distractions from our goal of encouraging patient and 
physician dialogue about the leading cause of death in the world: cardiovascular disease. 
Going forward, we are committed to ensuring there is greater clarity in our advertising 
regarding the presentation of spokespeople. 

In summary, Pfizer believes that it’s important to educate consumers about the 
risks associated with elevated cholesterol and the value of Lipitor as a potential treatment 
option. We believe that DTC ads are an effective way of accomplishing that objective. 

Thank you, I look forward to answering any questions you may have. 


5 of 5 
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Mr. Stupak. Thank you, doctor. Mr. Khanna, your opening state- 
ment please, sir. And for all of the witnesses, if you have a longer 
opening statement, we will he happy to include it in the record. 
OK, Mr. Khanna. 

STATEMENT OF DEEPAK KHANNA, SENIOR VICE PRESIDENT 

AND GENERAL MANAGER, MERCK/SCHERING-PLOUGH 

PHARMACEUTICALS 

Mr. Khanna. Mr. Chairman, Ranking Member Shimkus and 
members of the committee, I am Deepak Khanna, senior vice presi- 
dent and general manager of Merck/Schering-Plough Pharma- 
ceuticals. Like many Americans, I try to control my cholesterol 
through diet and exercise. Merck and Schering Plough formed 
Merck/Schering-Plough Pharmaceuticals in 2000 to make available 
important treatment choices for patients, who unlike me, cannot 
maintain a healthy cholesterol level through diet and exercise 
alone. 

As early as 1961, scientists identified elevated levels of 
cholesterols as among the risk factors for coronary heart disease, 
the leading killer of Americans. Lowering LDL cholesterol through 
diet, exercise, and if necessary, pharmaceutical treatment is the 
cornerstone of heart disease prevention. Mr. Chairman, despite our 
advances in the understanding of the role of high cholesterol in 
heart disease in and in the development of effective treatment, the 
toll of heart disease remains too high, and the level of under- 
standing and treatment remain too low. 

Approximately 46 million adults in the U.S. have been diagnosed 
with high cholesterol and might benefit from pharmaceutical treat- 
ment. However, just 14.5 million adults are currently being treated 
with a cholesterol-lowering medication. Of those treated, more than 
4 million, or nearly one-third, are not attaining the desired choles- 
terol goals established by the NIH’s National Cholesterol Education 
program. The result is unnecessary disease and suffering. 

It is against this backdrop that Merck/Schering-Plough Pharma- 
ceuticals approached the decision to create and broadcast advertise- 
ments for Vytorin, which is combination of two medicines, Zetia, 
which limits the absorption of cholesterol from food, and 
simvastatin, a statin medicine that moderates the body’s inherited, 
natural production of cholesterol. 

High cholesterol alone has no symptoms. Advertising can be es- 
pecially helpful in informing people about the need to address this 
important condition as well as reminding them to fill their pre- 
scriptions and take their medicines as directed by their physician. 
As we developed our advertising, we learned that the vast majority 
of people understood the role of diet and exercise in cholesterol con- 
trol but did not appreciate the genetic causes. This leads to them 
disproportionately blaming themselves for a condition that is often 
inherited. The advertising that Merck/Schering-Plough broadcast 
from September 2004 until January of this year used a unique, 
memorable, effective approach to educate about the importance of 
lowering cholesterol, the two sources of cholesterol, the importance 
of diet, and the additional LDL lowering that can come from drug 
therapy when a healthy diet is not enough. 
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Our food and family advertisements were entertaining. This ap- 
proach kept consumers engaged while we delivered a serious edu- 
cational message, and our consumer research has consistently 
shown that the information about the two sources of cholesterol is 
getting through. We commissioned a Harris survey that found that 
prior to our advertising, just 16 percent of people were aware that 
there two sources of cholesterol. In the year following our adver- 
tising, we found a full 54 percent of people now understood this. 
We also learned that our advertising had helped relieved the guild 
people often carry when they are unable to control their high cho- 
lesterol with diet and exercise and encouraged them to have discus- 
sions with their physicians about additional options for controlling 
their cholesterol. 

In developing the advertising campaign, we sought advice from 
the Food and Drug Administration on the proposed content of our 
advertisements and revised our advertisements in response to 
those comments. These advertisements only made claims that were 
supported by research that were evaluated by the FDA and that 
were consistent with our FDA-approved labeling. Merck/Schering- 
Plough Pharmaceuticals suspended our Vytorin food and family 
broadcast advertising in January. We took this action in anticipa- 
tion of the confusion that could be created by our release of the re- 
sults of the enhanced trial. 

Mr. Chairman, the enhanced trial was a relatively small study 
of a unique patient population that was genetically predisposed to 
very high levels of LDL cholesterol. Enhanced compared the impact 
of Vytorin versus simvastatin on a surrogate market fro heart dis- 
ease, reduction in the thickness of the carotid arterial wall. While 
there was no difference on this measurement between the two 
treatments, Vytorin did demonstrate superior LDL lowering com- 
pared to simvastatin. 

Merck/Schering-Plough Pharmaceuticals stands behind the bene- 
fits of Vytorin in lowering LDL cholesterol. We will continue to re- 
sponsibly inform patients and prescribers about LDL cholesterol, 
the importance of diet and exercise, and Vytorin. As we move for- 
ward, we will continue to consult with physicians, patients, and the 
FDA to ensure that the information we provide will continue to 
educate and motivate patients to improve their health. I appreciate 
the opportunity to appear before you and welcome your questions. 

[The prepared statement of Mr. Khanna follows:] 
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Summary of Testimony of 

Deepak Khanna, Senior Vice President and General Manager, 
Merck/Schering-Plough Pharmaceuticals 
before the Subcommittee on Oversight and Investigations 
Committee on Energy and Commerce 
United States House of Representatives 

May 8, 2008 


As early as 1961, scientists identified elevated levels of cholesterol as among the risk 
factors for coronary heart disease, the leading killer of Americans. Lowering cholesterol 
" and specifically LDL cholesterol - through diet, exercise, and, if necessary, 
pharmaceutical treatment is the cornerstone of heart disease prevention. 

Approximately 46 million adults in the U.S. have been diagnosed with high cholesterol 
and might benefit from pharmaceutical treatment. However, just 14.5 million adults are 
currently being treated with a cholesterol-lowering medication. The result is unnecessary 
disease and suffering. 

Vytorin is a combination of two medicines: Zetia, which limits the absorption of 
cholesterol from food, and simvastatin, a statin medicine that moderates the body's 
inherited natural production of cholesterol. 

The Vytorin advertising that Merck/Schering-Plough Pharmaceuticals broadcast from 
September of 2004 until January of this year used an effective approach to educate 
patients about the importance of lowering cholesterol, the two sources of cholesterol, the 
importance of diet and the additional LDL lowering that can come from drug therapy 
when a healthy diet is not enough. 

These advertisements only made claims that are supported by research, that were 
evaluated by the Food and Drug Administration, and that were consistent with our FDA- 
approved labeling. In developing the advertising campaign, we sought advice from the 
FDA on the proposed content of our advertisements and revised them in response to those 
comments. 

Merck/Schering-Plough Pharmaceuticals stands behind the benefits of Vytorin in 
lowering LDL cholesterol. We will continue to responsibly inform patients and 
prescribers about LDL cholesterol, the importance of diet and exercise, and Vytorin. As 
we move forward, we will continue to consult with physicians, patients and the FDA to 
ensure that the information we provide will continue to educate and motivate patients to 
improve their health. 
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Testimony of 

Deepak Khanna, Senior Vice President and General Manager, 
Merck/Schering-Plough Pharmaceuticals 
before the Subcommittee on Oversight and Investigations 
Committee on Energy and Commerce 
United States House of Representatives 

May 8, 2008 

Mr. Chairman and members of the committee, I am Deepak Khanna, 
Senior Vice President and General Manager of Merck/Schering-Plough Pharmaceuticals. 
Like many Americans, I try to control my cholesterol through diet and exercise. Merck 
and Schering-Plough formed Merck/Schering-Plough Pharmaceuticals in 2000 to make 
available important treatment choices for patients who, unlike me, cannot maintain a 
healthy cholesterol level through diet and exercise alone. 

As early as 1961, scientists identified elevated levels of cholesterol as 
among the risk factors for coronary heart disease, the leading killer of Americans. 
Lowering cholesterol - and specifically LDL cholesterol - through diet, exercise, and, if 
necessary, pharmaceutical treatment, is the cornerstone of heart disease prevention. 

Mr. Chairman, despite our advances in the understanding of the role of 
high cholesterol in heart disease and in the development of effective treatments, the toll 
of heart disease remains too high and the level of understanding and treatment remain too 
low. 


Approximately 46 million adults in the U.S. have been diagnosed with 
high cholesterol and might benefit from pharmaceutical treatment. However, just 14.5 
million adults are currently being treated with a cholesterol-lowering medication. Of 
those treated, more than 4 million - or nearly one-third - are not attaining the desired 
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cholesterol goals established by the Niffs National Cholesterol Education Program. The 
result is unnecessary disease and suffering. 

It is against this backdrop that Merck/Schering-Plough Pharmaceuticals 
approached the decision to create and broadcast advertisements for Vytorin, which is a 
combination of two medicines: Zetia, which limits the absorption of cholesterol from 
food, and simvastatin, a statin medicine that moderates the body's inherited natural 
production of cholesterol. 

High cholesterol alone has no symptoms. Advertising can be especially 
helpful in informing people about the need to address this important condition, as well as 
reminding them to fill their prescriptions and take their medicines as directed by their 
physician. As we developed our advertising, we learned that the vast majority of people 
understood the role of diet and exercise in cholesterol control, but did not appreciate the 
genetic causes. This leads to their disproportionately blaming themselves for a condition 
that is often inherited. 

The advertising that Merck/Schering-Plough Pharmaceuticals broadcast 
from September of 2004 until January of this year used a unique, memorable, effective 
approach to educate about the importance of lowering cholesterol, the two sources of 
cholesterol, the importance of diet and the additional LDL lowering that can come from 
drug therapy when a healthy diet is not enough. 

Our food and family advertisements were entertaining. This approach 
kept consumers engaged while we delivered a serious educational message. And our 
consumer research has consistently shown that the information about the two sources of 
cholesterol is getting through. 
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We commissioned a Harris survey that found that, prior to our advertising, 
just 1 6 percent of people were aware that there were two sources of high cholesterol. In 
the year following our advertising, we found that a full 54 percent of people now 
understood this. We also learned that our advertising had helped relieve the guilt people 
often carry when they are unable to control their high cholesterol with diet and exercise 
and encouraged them to have discussions with their physicians about additional options 
for controlling their cholesterol. 

In developing the advertising campaign, we sought advice from the Food 
and Drug Administration on the proposed content of our advertisements and revised our 
advertisements in response to those comments. These advertisements only made claims 
that are supported by research, that were evaluated by the FDA, and that were consistent 
with our FDA-approved labeling. 

Merck/Schering-Plough Pharmaceuticals suspended our Vytorin food and 
family broadcast advertising in January. We took this action in anticipation of the 
confusion that could be created by our release of the results of the ENHANCE trial. 

Mr. Chairman, the ENHANCE trial was a relatively small study of a 
unique patient population that was genetically predisposed to very high levels of LDL 
cholesterol. ENHANCE compared the impact of Vytorin versus simvastatin on a 
surrogate marker for heart disease -- reduction in the thickness of carotid arterial wall. 
While there was no difference on this measurement between the two treatments, Vytorin 
did demonstrate superior LDL-lowering compared to simvastatin. 
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Merck/Schering-Plough Pharmaceuticals stands behind the benefits of Vytorin in 
lowering LDL cholesterol. We will continue to responsibly inform patients and 
prescribers about LDL cholesterol, the importance of diet and exercise, and Vytorin. As 
we move forward, we will continue to consult with physicians, patients and the FDA to 
ensure that the information we provide will continue to educate and motivate patients to 
improve their health. 

I appreciate the opportunity to appear before you and welcome your 

questions. 
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Mr. Stupak. Thank you. Ms. Taylor, your opening statement 
please. 

STATEMENT OF KIM TAYLOR, PRESIDENT, ORTHO BIOTECH, 

INC. 

Ms. Taylor. Chairman Stupak, Ranking Member Shimkus, and 
members the subcommittee, good afternoon. I am Kim Taylor, the 
president of Ortho Biotech. I am pleased to be here today to speak 
with you about direct-to-consumer advertising, and in particular, 
the broadcast television advertisements of Ortho Biotech’s medicine 
Procrit, which the company stopped airing 3 years ago. Because the 
subcommittee expressed interest in our history of Procrit television 
advertisements, which focused on the treatment of anemia associ- 
ated with cancer chemotherapy, I will focus my testimony on this 
indication. 

When the FDA approved Procrit for the treatment of chemo- 
therapy-induced anemia, it premised the approval on the ability of 
ESAs to treat anemia by increasing a patient’s hemoglobin, reduc- 
ing the likelihood that a chemotherapy patient would require a 
transfusion of red blood cells and reduced the amount of blood that 
would be needed in the case of a transfusion. ESAs are very effec- 
tive at reducing a chemotherapy patient’s need for transfusion. As 
the FDA stated in its March 2008 briefing at the Oncologic Drugs 
advisory committee review of ESAs, across several studies, approxi- 
mately 50 percent of anemia patients receiving chemotherapy re- 
quired transfusions, as compared to approximately 20 to 25 percent 
of patients who received ESAs concurrently with chemotherapy. 

The development of a product that could reduce chemotherapy- 
related transfusions was important to patients. Before Procrit and 
other ESAs became available, anemic chemotherapy patients faced 
the choice of living with anemia and the significant impact on even 
the most basic activities of daily living, or that could require inter- 
rupting chemotherapy treatment, or accepting the discomfort and 
medical risks associated with multiple transfusions. 

I would like to describe for the subcommittee my understanding 
of the process by which Ortho Biotech undertook direct-to-con- 
sumer advertisements for Procrit. I should note at the outset that 
I was not employed with Ortho Biotech at the time, so I have no 
firsthand knowledge of these events. I have, however, endeavored 
over the past several weeks to gather and become familiar with the 
history of Ortho Biotech’s Procrit advertisements. 

During the middle 1990s, cancer doctors began to have a greater 
awareness of a practice that is generally called supportive care. 
Consistent with an increased focus on supportive care, researchers 
investigated the use of Procrit to address chemotherapy patients’ 
anemia and decrease the need for transfusion. Studies validated 
the use of Procrit in this way. At the same time, any patients with 
chemotherapy-include anemia were under-diagnosed for this condi- 
tion, and some patients were even unaware that anemia could 
cause fatigue and tiredness. Others were not candid about their fa- 
tigue for fear that their doctor could possibly interrupt their life- 
saving chemotherapy treatment. 

In this environment. Ortho Biotech undertook a comprehensive 
educational campaign that included programs of outreach to pa- 
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tients, patient educational campaigns, and direct-to-consumer ad- 
vertising. Ortho Biotech believed that direct-to-consumer adver- 
tising as one part of a comprehensive educational effort was an ef- 
fective way to raise awareness about chemotherapy-induced ane- 
mia. The Procrit broadcast advertisements ran from 1998 to 2005. 
All of the ads communicated the same general theme: chemo- 
therapy-induced anemia can cause fatigue and weakness, and 
Procrit may alleviate those symptoms by addressing the chemo- 
therapy-induced anemia. A central message of each and every ad- 
vertisement was to encourage the patient to talk to his or her doc- 
tor about the symptoms of anemia. Only through discussing these 
symptoms with a doctor could the doctor then make the medical de- 
termination of whether that patient would benefit from Procrit. 

As the committee reviews Ortho Biotech’s direct-to-consumer 
broadcast advertisements for Procrit, I would like to stress four 
fundamental points. First, the statements in the advertisements re- 
garding the benefits of Procrit were true, responsible, and substan- 
tiated by clinical studies, showing that the administration of 
Procrit led to significant improvements in the symptoms of anemia 
in chemotherapy patients. Second, the advertisements were con- 
sistent with the FDA-approved indication for Procrit, in this case, 
the treatment of chemotherapy-induced anemia. The advertise- 
ments, therefore, discussed the symptoms of chemotherapy-induced 
anemia, such as fatigue and weakness, and very carefully made 
clear that Procrit treats chemotherapy-induced anemia or increases 
red blood cells. Third, the advertisements began 5 years after 
Procrit was approved for the treatment of chemotherapy-induced 
anemia, well beyond the current pharmaceutical industry’s and 
Johnson & Johnson’s own internal guidelines on the waiting period 
for direct-to-consumer advertising. And finally, the advertisements 
were submitted to the FDA, as required by regulations, and Ortho 
Biotech had extensive and ongoing discussions with appropriate 
FDA officials about the content of the advertisements. 

As the state of the medical knowledge evolved over time. Ortho 
Biotech has worked closely with the FDA to ensure that new and 
relevant information was included in the label and raised as appro- 
priate in the advertisements. In 2005, Ortho Biotech ended its 
Procrit direct-to-consumer broadcast advertising. Ortho Biotech be- 
lieved that patients suffering from chemotherapy-induced anemia 
were aware of Procrit as a treatment option to discuss with their 
physicians and that ESAs were established as within the standard 
of care for chemotherapy-induced anemia. We have no current 
plans to resume Procrit direct-to-consumer television advertise- 
ments. 

Procrit remains an important medicine for its approved indica- 
tions. Procrit and other ESAs continue to provide significant bene- 
fits to patients with chemotherapy-induced anemia, and I would be 
happy to answer any questions that you have. 

[The prepared statement of Ms. Taylor follows:] 

Statement of Kim Taylor 

Chairman Stupak, Ranking Member Shimkus, and Members of the Subcommittee, 
good morning. I am Kim Taylor, the President of Ortho Biotech, and I am pleased 
to be here today to speak with you about direct-to-consumer advertising, and in par- 
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ticular, the broadcast television advertisements of Ortho Biotech’s medicine 
Procrit*, which the company stopped airing 3 years ago. 

Ortho Biotech, a member of the Johnson & Johnson family of companies, is a 
leading biopharmaceutical company that provides innovative products and services 
designed to help enhance the lives of individuals with serious chronic illnesses. 
Ortho Biotech is a leader in the research and treatment of anemia, which is a blood 
condition identified by a deficiency of hemoglobin sufficient to cause symptoms. He- 
moglobin is a component of red blood cells, and its purpose is to transport oxygen 
from the lungs to all tissues of the body. Symptoms of anemia include weakness and 
fatigue because the tissues of the body are not getting enough oxygen to function 
properly. 

A class of medicines known as erythropoiesis-stimulating agents (ESAs) can treat 
anemia because they are biologically similar to the naturally occurring protein 
erythropoietin, which stimulates red blood cell production. The first ESA approved 
in the United States was epoetin alfa, the medicine that is marketed by Ortho 
Biotech under the brand name Procrit. 

Ortho Biotech distributes Procrit under an agreement with Amgen, the initial de- 
veloper of epoetin alfa. Under that agreement. Ortho Biotech distributes the medi- 
cine for patients not on dialysis. The FDA granted the first approved indication for 
the medicine, the treatment of chronic renal failure, in 1989. Since then, the FDA 
has approved three additional indications: In 1991, it was approved for the treat- 
ment of anemia in zidovudine (AZT) therapy in HIV-infected patients. In 1993, the 
medicine was approved for the treatment of anemia associated with cancer chemo- 
therapy. And in 1996, the FDA approved the medicine for administration before sur- 
gery as a means to reduce transfusions. 

Because the Subcommittee expressed interest in our history of Procrit television 
advertisements, which focused on the treatment of anemia associated with cancer 
chemotherapy, I will focus my testimony on this indication. 

When the FDA approved Procrit for the treatment of chemotherapy-induced ane- 
mia, it premised the approval on the ability of ESAs to treat anemia by increasing 
a patient’s hemoglobin, reducing the likelihood that a chemotherapy patient would 
require a transfusion of red blood cells, and reducing the amount of blood that 
would be needed in the case of transfusion. ESAs are very effective at reducing a 
chemotherapy patient’s need for transfusions. As the FDA stated in its March 2008 
briefing for the Oncologic Drugs Advisory Committee review of ESAs, “[alcross sev- 
eral studies, approximately 50% of anemic patients receiving chemotherapy required 
transfusions as compared to approximately 20-25% of patients who received ESAs 
concurrently with chemotherapy.” 

The development of a product that could reduce chemotherapy-related trans- 
fusions was important to patients. Before Procrit and other ESAs became available, 
anemic chemotherapy patients faced the choice of living with anemia, which could 
require interrupting chemotherapy treatment, or accepting the discomfort and med- 
ical risks associated with transfusions, including HIV, Hepatitis B and C, bacterial 
infection, and transfusion-related acute lung injury, each of which can be fatal. 
Avoidable transfusions also burden the blood supply. Because the only source of 
blood is the voluntary donation by individuals, the blood supply is under constant 
pressure. 

I would like to describe for the Subcommittee my understanding of the process 
by which Ortho Biotech undertook direct-to-consumer advertisements for Procrit. I 
should note, at the outset, that I was not employed with Ortho Biotech at the time, 
so I have no first hand knowledge of these events. I have, however, endeavored over 
the past several weeks to gather and become familiar with the history of Ortho 
Biotech’s Procrit advertisements. 

During the middle 1990s, cancer doctors began to have a greater awareness of a 
practice that is generally called "supportive care." Supportive care is treatment 
given to prevent, control, or relieve complications and side effects of an illness or 
its treatment. Management of chronic cancer pain is perhaps the most well known 
supportive care measure, and the treatment of chemotherapy-induced anemia is an- 
other example. Consistent with an increased focus on supportive care, researchers 
investigated the use of Procrit to address chemotherapy patients’ anemia and de- 
crease the need for transfusions. Studies validated the use of Procrit in this way. 

At the same time, many patients with chemotherapy-induced anemia were under- 
diagnosed for the condition. Some patients were even unaware that anemia could 
cause fatigue and tiredness. Others were not candid about their fatigue for fear that 
their doctor could possibly interrupt their lifesaving chemotherapy treatment. In- 
deed, cancer patients described fatigue as having a significant impact on their daily 


* Procrit (epoetin alfa) is a registered trademark of Ortho Biotech Products, L.P. 



121 


lives, yet there was low awareness that chemotherapy related fatigue may be caused 
by anemia and that there were treatments for chemotherapy-induced anemia. In 
this environment, Ortho Biotech undertook a comprehensive educational campaign 
that included programs of outreach to doctors, patient educational campaigns, and 
direct-to-consumer advertising. Ortho Biotech believed that direct-to-consumer ad- 
vertising, as one part of a broader comprehensive educational effort, was an effective 
way to raise awareness about chemotherapy-induced anemia. 

I should pause here to note that our parent company, Johnson & Johnson, was 
a key player in the development of industry guidelines for direct-to-consumer adver- 
tising. In addition to adhering to the industry-wide guidelines, Johnson & Johnson 
adopted its own internal guiding principles that are even more rigorous than the 
industry guidelines. Although the development of the Procrit advertisements pre- 
ceded these guidelines, the creative development process for the Procrit advertise- 
ments was carefully reviewed by Ortho Biotech’s Promotional Review Committee. 
This group is composed of individuals from the legal, regulatory, medical, clinical, 
and health care compliance departments of the company. Through consultation and 
review of the activities of the Procrit marketing group, the Promotional Review 
Committee ensured that the advertisements complied with FDA regulations and 
were consistent with the approved indications. 

Our development of the Procrit ads began with an assessment of the patient audi- 
ence that would be viewing the ads, including extensive individual interviews with 
chemotherapy patients. Our goal was to understand the patients, their needs, and 
the most effective way to reach those who may be suffering from chemotherapy-in- 
duced anemia. 

The Procrit broadcast advertisements ran from 1998 until 2005. All of the ads 
communicated the same general theme: chemotherapy-induced anemia can cause fa- 
tigue and weakness, and Procrit may alleviate those symptoms by addressing the 
chemotherapy-induced anemia. A central message of each and every advertisement 
was to encourage the patient to talk with his or her doctor about the symptoms of 
anemia. Only through discussing these symptoms with a doctor could the doctor 
then make the medical determination of whether that patient would benefit from 
Procrit. 

As the Committee reviews Ortho Biotech’s direct to consumer broadcast advertise- 
ments for Procrit, I would like to stress four fundamental points. First, the state- 
ments in the advertisements regarding the benefits of Procrit were true, responsible, 
and substantiated by scientific studies showing that administration of Procrit led to 
significant improvements in the symptoms of anemia in chemotherapy patients. Sec- 
ond, the advertisements were consistent with the FDA-approved indication for 
Procrit — in this case, the treatment of chemotherapy-induced anemia. The advertise- 
ments, therefore, discussed the symptoms of chemotherapy-induced anemia - such 
as fatigue and weakness — and very carefully made clear that Procrit treats chemo- 
therapy-induced anemia or increases red blood cells. Third, the advertisements 
began five years after Procrit was approved for treatment of chemotherapy-induced 
anemia, well beyond the pharmaceutical industry’s and Johnson & Johnson’s own 
internal guidelines on direct-to-consumer advertising. Fourth, the advertisements 
were submitted to the FDA as required by regulations, and Ortho Biotech had ex- 
tensive and ongoing discussions with appropriate FDA officials about the content of 
the advertisements. As the state of the medical knowledge evolved over time. Ortho 
Biotech has worked collaboratively with the FDA to ensure that new and relevant 
information was included in the label and raised as appropriate in the advertise- 
ments. 

In mid-2005. Ortho Biotech ended its Procrit direct-to-consumer broadcast adver- 
tising. Ortho Biotech’s decision to conclude the Procrit broadcast advertisements 
was related in part to the reason that we began the ads in 1998 — the awareness 
in the doctor and patient community about the symptoms and treatment of chemo- 
therapy-induced anemia. By the early 2000s, Ortho Biotech believed that patients 
suffering from chemotherapy-induced anemia were aware of Procrit as a treatment 
option to discuss with their physicians, and that ESAs were established as within 
the standard of care for chemotherapy-induced anemia. Given this heightened 
awareness and other business considerations. Ortho Biotech concluded that further 
investment in Procrit direct-to-consumer advertising was no longer warranted. We 
have no current plans to resume Procrit direct-to-consumer television advertise- 
ments. 

Procrit remains an important medicine for its approved indications. Procrit and 
other ESAs continue to provide significant benefits to patients with chemotherapy- 
induced anemia, particularly when an ESA is the only available means to reduce 
the need for blood transfusions. Procrit is safe and effective for the treatment of 
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chemotherapy-induced anemia when it is used in accordance with its FDA-approved 
prescribing information. 

I would be happy to answer any questions that you might have. 


Mr. Stupak. Thank you, and thank you to each of you for being 
here today. We will probably go a couple of rounds of questions, so 
let us start with Mr. Sage. Mr. Sage, in that binder right there, I 
want to go to a couple of exhibits. I am looking at exhibit 10 and 
exhibit 11, page 8. This is your marketing research, and it is basi- 
cally a report on the research of having Dr. Jarvik in there. There 
are a lot of things like, “he is an expert in cardiology. His resume 
and his background speaks for itself. I cannot conceive a man that 
would be out there selling a product with that type of background, 
integrity. I don’t think he is doing it for the money. I think he is 
doing it because he has found something that helps. Jarvik knows 
the heart. He is not a paid actor, not a fly-by-night.” It doesn’t real- 
ly show that people who viewed the Jarvik ads were likely to be- 
lieve that Dr. Jarvik was not being paid to do the commercials. 

Mr. Sage. So your question was whether or not it was clear that 
he wasn’t being paid? 

Mr. Stupak. Well, it is the perception of the people there, accord- 
ing to your two marketing reports, right? 

Mr. Sage. Just to clarify, these reports are 2 out of 30 reports 
that we have done with consumers on Lipitor. These reports are 
qualitative in nature. The one report is a study done with 
about 

Mr. Stupak. My question, and I know there are a lot more of 
those reports, that is why I went to specifically page 8. I was talk- 
ing about how the people perceived Dr. Jarvik as not being a paid 
spokesperson, but yet, in fact, he was paid, right? 

Mr. Sage. He was paid. Just to clarify, that is quote from a sin- 
gle physician in a study of 20 physicians. 

Mr. Stupak. You are on exhibit 10 and exhibit 11, right? 

Mr. Sage. Yes, sir. 

Mr. Stupak. All right. Page 11, Pfizer, Mindy Goldberg Associa- 
tion, Lipitor, generic defense, consumer qualitative research, page 
8 has all of these individuals’ statements on there. That is not a 
one-pager from some doctor. 

Mr. Sage. Just to clarify, Mr. Chairman, this is a study that was 
done with an outside vendor. 

Mr. Stupak. For Pfizer. 

Mr. Sage. For Pfizer. 

Mr. Stupak. For you, and the impact that the Jarvik ads were 
having. 

Mr. Sage. Yes, with 

Mr. Stupak. And how people were perceiving it. On page 8, there 
it tells how people are perceiving it, right? 

Mr. Sage. It is one physician’s opinion of Dr. Jarvik. It is a study 
of 20 physicians. 

Mr. Shimkus. Mr. Chairman, we may be on different — I want to 
make sure we are on the same — I don’t know if we are on the 
same 

Mr. Stupak. Exhibit 11. It is about 

Mr. Shimkus. They are tabs, so 
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Mr. Stupak. It is about 14 pages, Mindy Goldberg Associates In- 
corporated, Lipitor generic defense, consumer qualitative research, 
right? 

Mr. Sage. Yes, we are looking at the same thing, sir. 

Mr. Stupak. OK. So how can you say that is one physician? 

Mr. Sage. Just to clarify, we have done over 30 studies with con- 
sumers on Lipitor. The overwhelming 

Mr. Stupak. Right, I know, but I am asking about this study, 
about 

Mr. Sage. Sure, it is one study with 20 physicians. What she is 
quoting is a quote from one physician of those 20. It is not a pro- 
jectable 

Mr. Stupak. So even this one physician, if you believe it is — so 
you say it is one physician. “He is an expert. He knows the heart. 
He is not a paid actor and not even a fly-by-night guy.” Right. That 
is what the 

Mr. Sage. That is what it says, yes, sir. 

Mr. Stupak. OK, and then on the other one, page 10, basically 
it says the same thing: “I like the Dr. Jarvik ads best of all because 
in my mind, he is not being paid. He is a real person. He is not 
a sterile doctor. He is an expert. He invented the artificial heart. 
He is an expert in cardiology.” So 

Mr. Shimkus. These are from tab 10 now. 

Mr. Stupak. Right, these are tab 10, right? 

Mr. Sage. I am with you, sir, yes. 

Mr. Stupak. So, and you never disclosed that Dr. Jarvik was 
paid? 

Mr. Sage. We did not. 

Mr. Stupak. This person might have had a different review or 
comments for you if he would have known Dr. Jarvik was paid, 
right? 

Mr. Sage. It is possible, yes, sir. 

Mr. Stupak. And are you aware of the AMA guidelines that if 
a health professional appears in ads, it is recommended that it be 
disclosed that they are being paid? 

Mr. Sage. I am. Chairman, yes. 

Mr. Stupak. OK, well, why didn’t you do that then? 

Mr. Sage. As I understand, the decision at the time, we con- 
sulted what we thought were the appropriate guidelines, which 
were the Pharma code, our own internal guidelines on DTC, as well 
as the FDA through pre-clearance. The reason we didn’t look at the 
AMA guidelines is because we didn’t consider Dr. Jarvik a pre- 
scribing physician. 

Mr. Stupak. But you represented him as a physician, right? 

Mr. Sage. We represented him very clearly as the inventor of the 
artificial heart, which was disclosed 

Mr. Stupak. Well that brings me to my next question. Go to ex- 
hibit 6, tab 6 there. Dr. Jarvik’s own colleagues write that, “Dr. 
Jarvik is not the inventor of the artificial heart.” And they re- 
quested that the Lipitor ads be corrected to accurately describe Dr. 
Jarvik’s contribution as one of the designers of the artificial heart. 
He is not the inventor of the artificial heart. Is that what it says? 

Mr. Sage. That is what it says, yes, sir. 
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Mr. Stupak. ok, so if you are not portraying him as a pre- 
scribing physician, and he is not the inventor of the artificial heart, 
then how are you portraying Dr. Jarvik then? 

Mr. Sage. We actually took corrective measures based on this 
feedback. We clarified the communication. We pointed out that he 
is the inventor of the Jarvik artificial heart, so this was taken into 
account, Mr. Chairman. 

Mr. Stupak. All right, let me ask you this one. Exhibit 14 and 
15, based on this document, it appears that Pfizer was about to em- 
bark upon a Doctors for Lipitor campaign, right? 

Mr. Sage. It was an idea that was under consideration. 

Mr. Stupak. And that was based on the success of the Jarvik 
campaign, right, exhibit 10 and 11 that we showed you earlier? 

Mr. Sage. It was, in part, influenced by our prior experience, yes, 
Mr. Chairman. 

Mr. Stupak. And a couple of doctors have agreed to do ads for 
Lipitor? Dr. Robert Cloner and Dr. Lori Mosca? 

Mr. Sage. At the time, two physicians had expressed some inter- 
est. I might point out, though, that this is a campaign that we are 
not moving forward with. 

Mr. Stupak. Right. Do you think that the use of Dr. Jarvik and 
the way it was misrepresented in your ads could have alienated 
health professionals from being willing to participate in direct-to- 
consumer ads, as Dr. Nielsen sort of testified to in the first panel? 
Not specific to Lipitor, but if we misrepresent the healthcare pro- 
fessions, they are going to be less likely to appear in ads, and they 
didn’t want that taint, if you will, on the medical profession. Is that 
fair to say? 

Mr. Sage. I think it is fair to say that no physician wants to 
taint the medical profession, nor does Pfizer. 

Mr. Stupak. OK, my time is up. I think we will go more than 
one round. I didn’t get to the other witnesses yet. 

Mr. Shimkus, questions? 

Mr. Shimkus. Thank you, Mr. Chairman. A couple questions: in 
your own particular processes when you are moving to market a 
drug, do you all have a promotional review committee? Is there a 
doctor-based review committee on the advertising? 

Mr. Sage. Sure, all of the promotional materials that we develop, 
whether they are for professionals or consumers, go through an in- 
ternal review process. It includes review from lawyers, regulatory 
people, as well as physicians, and then all of those materials are 
filed with FDA. 

Mr. Shimkus. Mr. Khanna? 

Mr. Khanna. Sure, yes, we have a very extensive review process 
that includes not only physicians, people familiar with the regu- 
lator process, as well as legal folks, and in addition, these ads are 
pre-submitted to the FDA. 

Mr. Shimkus. I am going to get to the FDA in a moment. Ms. 
Taylor? 

Ms. Taylor. Yes, we also have a protocol review committee that 
is comprised of medical, regulatory, legal experts, and so on, and 
they all review all of the materials prior to them being finished. 
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Mr. Shimkus. And the follow-up question is, these doctors, are 
they licensed physicians? And I guess a more clarifying question 
would be in the specialty of the drug. 

Mr. Sage. It depends. You have a mix of physicians on the 
Lipitor team, some of whom are licensed, some of whom are not, 
all of whom have spent a lot of time on the Lipitor clinical pro- 
grams, so they are very familiar with the data. 

Mr. Shimkus. Mr. lOianna? 

Mr. Khanna. They are licensed, and they are familiar with the 
data. 

Mr. Shimkus. And Ms. Taylor? 

Ms. Taylor. Also, for us they are licensed and board certified. 

Mr. Shimkus. A follow-up question to all three, are they paid by 
you all as part of this committee? I would imagine that a stipend 
would have to be paid just to encourage them to come and spend 
a day or two to do the review, but I am asking the question be- 
cause I really don’t know. 

Mr. Sage. Congressman, in Pfizer’s case these are employees of 
Pfizer. 

Mr. Shimkus. Thank you. 

Mr. Khanna. These are employees of Merck/Schering-Plough. 

Ms. Taylor. And also in the case of Ortho Biotech, they are em- 
ployees. 

Mr. Shimkus. OK, in all of the opening statements, we talked 
about the FDA process. I probably could have talked to the chair- 
man. He is a good friend of mine. And if I would have done a better 
review, I might have said why don’t we have someone from the 
FDA? We didn’t. But the more I hear the testimony, based upon 
submissions and consultations, in all of these cases, you have done 
some of that, have you not, Mr. Sage? 

Mr. Sage. Correct. The ad in question and future ads in the 
Jarvik campaign were submitted to FDA for comments. 

Mr. Shimkus. And did they return comments? 

Mr. Sage. They did. 

Mr. Shimkus. Were they anything earth shattering? 

Mr. Sage. All of the FDA comments were taken into consider- 
ation. 

Mr. Shimkus. Did you change anything because of the com- 
ments? 

Mr. Sage. We did, sir. 

Mr. Shimkus. I used to teach high school. I am not going to let 
you get away with just a yes or no. I need more information. Can 
you give me an example of something you changed? 

Mr. Sage. Sure. One of the claims that the FDA had a question 
about or a concern about was an efficacy claim that we made 
against other LDL-lowering medicines, about our ability to lower 
cholesterol, and we narrowed that claim to be more precise to exist- 
ing data. 

Mr. Shimkus. Mr. Khanna, same line please. 

Mr. Khanna. Yes, we did pre-submit our ads to the FDA. We did 
receive comments from the FDA, and we did incorporate those com- 
ments. A specific example is they asked us to strengthen the im- 
portance of diet in our ads and we did receive those comments. 

Mr. Shimkus. Ms. Taylor? 



126 


Ms. Taylor. Yes, we did submit our ads in accordance with the 
regulations, to the FDA. On occasion, we did receive comments, 
which we addressed with the FDA and had an ongoing dialogue 
with them. To give you a specific example of something that we 
had changed, one word in particular, non-myeloid cancers, which 
referred to the indication, was felt to be unclear to the consumers, 
and so this was adjusted to refer to patients with many types of 
cancer. 

Mr. Shimkus. Was this an advisory opinion, or were these re- 
sponses after the ads were already run? 

Ms. Taylor. These were responses after the ads were run. 

Mr. Shimkus. Mr. Chairman, I think that is all I have right now. 

Mr. Stupak. Mr. Whitfield for questions. 

Mr. Whitfield. Thank you, Mr. Chairman. 

Mr. Khanna, the phrase or term “enhanced” is used to identify 
the clinical trials as it related to Vytorin. Is that correct? 

Mr. Khanna. Yes, that is a specific trial for Vytorin. 

Mr. Whitfield. And my understanding that the ad that Merck/ 
Schering-Plough used relating to Vytorin, there was never any 
question about the truthfulness relating to the LDL cholesterol 
being lowered. Was that ever in dispute about the truthfulness of 
that aspect? 

Mr. Khanna. No, that was confirmed in our FDA-approved label 
and also confirmed in the enhanced study. 

Mr. Whiteield. But the part of the ad that was in dispute re- 
lated to cardiovascular outcomes. Is that correct or am I wrong 
there? What part of the ad was in dispute? Did it relate to the car- 
diovascular outcomes of using the drug? 

Mr. Khanna. Are you referring to the most recent letter that we 
received from the FDA? 

Mr. Whiteield. Yes. 

Mr. Khanna. We initially sent our ads to the FDA. We got com- 
ments from the FDA on our ads, made those changes based on the 
FDA comments, and we ran those ads. Most recently, on January 
23 of this year, we received a change of opinion from the FDA, so 
they have changed their opinion on some of the comments that 
they have, and would like us to consider putting a disclaimer about 
outcomes, that Vytorin does not have outcomes above simvastatin, 
which is a component of Vytorin. So we have just received those 
comments, and now we are working with the FDA to try to address 
those comments. 

Mr. Whiteield. I don’t remember the details of this, but wasn’t 
there some issue relating to the relating to the release date of in- 
formation of the enhanced study, and did that affect the change- 
of-opinion letter? 

Mr. Khanna. Sir, I am not sure what prompted the FDA’s 
change of opinion letter. The letter came to us this year on January 
23, so we are going to work with them to accommodate those 
changes. 

Mr. Whiteield. But did your company delay the release of the 
enhanced study? 

Mr. Khanna. No, sir. I can tell you that the main debate that 
occurred around the Enhance study was around the quality of the 
data, and there was a significant scientific debate about the quality 
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of the data. I witnessed some of that dehate. There were pros and 
cons to that debate. Ultimately, Merck/Schering-Plough did take 
steps to ensure that the quality of the data was there and to en- 
sure that the data was meanin^ully analyzed prior to it being pre- 
sented, and that did take longer than we anticipated. 

Mr. Whitfield. Now, Mr. Sage, on the Lipitor ad, I know that 
Lipitor has been studied for many, many years and has gone 
through hundreds of clinical trials, including use of thousands of 
patients, so your ad, there was never any questions about the 
truthfulness of the comments relating to the LDL — lowering of it, 
right? 

Mr. Sage. That is correct. 

Mr. Whiteield. So the only issue relating to your ad was about 
Dr. Jarvik being in the ad, is that correct? 

Mr. Sage. That is correct, Mr. Congressman. 

Mr. Whitfield. And the only issue there was that, one, he was 
paid, and two, he was not a practicing physician. Is that correct? 

Mr. Sage. Correct. 

Mr. Whitfield. And your company made the decision to just pull 
the ad, is that correct? 

Mr. Sage. We ultimately made the decision to pull the ad. Our 
intent was never to misportray Dr. Jarvik. We took steps notto do 
that, but ultimately, there were misimpressions, so we decided to 
pull the ad. 

Mr. Whitfield. But Lipitor is clinically proven to reduce the risk 
of heart attack? 

Mr. Sage. Yes, that is one of our indications: heart attack and 
stroke. 

Mr. Whiteield. And do more cardiologists prescribe Lipitor than 
any other medication? 

Mr. Sage. They do, yes, sir. 

Mr. Whitfield. OK, I have no further questions. 

Mr. Stupak. Is Mr. Walden not here? Mr. Ferguson. 

Mr. Ferguson. Thank you, Mr. Chairman. I appreciate your 
courtesy in allowing me to sit in here. I have been a longtime mem- 
ber of this subcommittee until recently, so it is nice to be back, and 
thank you for your courtesy in bringing me back. 

Mr. Sage, was the Ford F150 truck the best-selling truck in the 
world before they started advertising? I am kidding. I thought a lit- 
tle levity might help. I am sorry. Thank you and our witnesses for 
being here. I appreciate it. I wanted to start with Ms. Taylor. 
Thanks for being here to discuss Procrit and the advertisements for 
Procrit. I am an open book. I just want to be clear up front. I am 
biased when it comes to Procrit. I lost my mother about 5 years ago 
to bone marrow cancer. She had cancer for about 6 years, and 
when she was first diagnosed, they gave her about a year to live. 
She ended up living 6 years. She got to meet three of her grand- 
children over the course of that time. It was a great miracle in our 
family. But obviously, through extensive chemo and other cancer 
treatments, she was also someone who took Procrit, and some of 
the best days we had with my mom was when she was benefitting 
from the benefits of Procrit, so first of all, thanks for producing the 
product. No drug is perfect, but certainly in our family’s case, it did 
a lot of good. 
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So just with that full disclosure, I understand the ads for Procrit 
changed over the time that you had them on the air. And I am not 
sure that some of the ads that we have heard about today give a 
full picture of the ads that aired over the course of time. Can you 
very briefly just talk about the reasoning that you had, over time, 
for changing the ads as you did? 

Ms. Taylor. Most of the changes that were made in the ads were 
specifically, I believe, to clarify the condition for the consumer. So 
chemotherapy-induced anemia, as a term, is very difficult for a con- 
sumer to understand. Anemia, in fact, can be very difficult for a 
consumer to understand. The key symptoms of anemia, however, 
such as fatigue and weakness, are very apparent to them, so adver- 
tisements, then, tended to focus towards these key symptoms rep- 
resenting anemia, that would allow a patient to recognize them, 
and in consequence, then, seek guidance from his physician to talk 
about the symptoms. 

In fact, not having seen the study from Dr. Day before, it was, 
I think, very reassuring and gave us a degree of confidence that 
these ads did talk and represent anemia in a definition that pa- 
tients would understand and were well represented. 

Mr. Ferguson. So I know some of the criticism of your ads have 
been because of the discussion of symptoms. I am not a doctor. I 
am not a medical expert, but I know that, particularly in the case 
of anemia, as we saw in my mother’s case, it is diagnosed, in part, 
by the presence of the symptoms, and a lot of folks, particularly pa- 
tients who are just tired. I think back to my mom’s situation. She 
was just tired. She didn’t want to complain about just being tired 
when she was a cancer patient, so I would imagine that educating 
people like my mom or others about symptoms that might come 
with a more serious medical condition, rather than the fact that 
maybe they were just up late talking to kids or grandkids the night 
before would have something to do with whether or not they are 
getting the proper medical treatment. Is that correct? 

Ms. Taylor. That is correct. And I think we need to be careful 
about what we are talking about here, because these were not cor- 
recting their anemia so that they could perform strenuous exercise. 
These were, in many cases, everyday acts of living that enabled 
them to carry on just a normal life while they are going through 
one of the most traumatic and invasive experiences in their life, 
which is to undergo chemotherapy. 

Mr. Ferguson. As far as you know, did your ads raise the 
awareness in the patient community that their symptoms might be 
caused by anemia? 

Ms. Taylor. Yes, we believe it did. In fact, that is why we dis- 
continued our ads in 2005. From our research, we believed that 
there was a sufficient understanding of these symptoms and rec- 
ognition of them as being related to anemia. Roughly 6 to 7 out of 
10 patients with chemotherapy will suffer from debilitating anemia 
through the course of treatment. 

Mr. Ferguson. Thanks, Mr. Chairman. I look forward to round 
two. 

Mr. Stupak. Thanks to the gentleman. Mr. Dingell for questions? 
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Mr. Dingell. These are questions to our witness from Merck/ 
Schering-Plough. Mr. Khanna, is it true that the enhanced study 
ended in April 2006? 

Mr. Khanna. Sir, the study was clinically completed in April 
2006. 

Mr. Dingell. And is it also true that the Enhanced results were 
not released until January 2008. Is that correct? 

Mr. Khanna. Sir, there was a significant scientific dehate about 
the quality of the data. 

Mr. Dingell. Now, the Enhance study showed no difference be- 
tween Vytorin and Zocor in cholesterol build-up. Is that correct? 

Mr. Khanna. It showed no difference in the thickness of the ca- 
rotid artery as measured by imaging, and we are talking about 
fractions of a millimeter difference here, which in part was some 
of the reason for the some of the quality questions, to really go 
through a better understanding of this data, and that was a signifi- 
cant scientific debate. 

Mr. Dingell. Now, between April 2006 and January 2008, 
Vytorin was advertised to the public in television ads. Is that cor- 
rect? 

Mr. Khanna. It was advertised between September of 2004 
through January of this year. 

Mr. Dingell. Now, in that period of time, Vytorin reached $5 bil- 
lion in sales. Is that correct? 

Mr. Khanna. That is correct. 

Mr. Dingell. So Vytorin was marketed to the public while an 
important study showed that it was no more effective at cholesterol 
buildup than a generic drug that was delayed by the company for 
nearly 2 years, is that correct? 

Mr. Khanna. Sir, the study showed no difference in thickness of 
the carotid artery as measured by imaging. It did show that we 
lowered cholesterol more than simvastatin, consistent with our 
label, and it also showed that our drug was safe and well tolerated, 
consistent with our label. 

Mr. Dingell. So now, it is also true that FDA ultimately decided 
that these Vytorin DTC ads needed to be changed because they 
were misleading. Is that not so? 

Mr. Khanna. Sir, we did receive a change-of-opinion letter from 
FDA on January 23 of this year. Our FDA ads have all been re- 
viewed by the FDA. We have received comments from the FDA and 
incorporated those comments into our ad. 

Mr. Dingell. But it is true, is it not, that FDA decided that 
these Vytorin ads needed to be changed because they were mis- 
leading. Yes or no? 

Mr. Khanna. We received a change-of-opinion letter from the 
FDA on January 23. 

Mr. Dingell. Now, Ms. Taylor, on March 9 of 2007, FDA issued 
a black box warning on the Procrit label, did it not? 

Ms. Taylor. That is correct. 

Mr. Dingell. Along with the warning, FDA amended the Procrit 
label, removing all efforts to the improvements of quality of life in 
the cancer setting, did it not? 

Ms. Taylor. I believe that is correct, yes. 
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Mr. Dingell. On November 8, 2007, FDA once again strength- 
ened the black box warning on the Procrit label. Is that correct? 

Ms. Taylor. That is correct, yes. 

Mr. Dingell. Are you familiar with the findings in the February 
27, 2008, issue of the Journal of the American Medical Association, 
concerning the risks of Procrit? 

Ms. Taylor. I believe I am, yes. 

Mr. Dingell. Now, isn’t it true that study researchers reported 
findings which demonstrated that even when used as directed, 
Procrit and other erythropoeisis-stimulating agents, or ESAs, put 
cancer patients at nearly 57 percent increased risk of blood clots? 
Yes or no? 

Ms. Taylor. I don’t have the article in front of me. I am sorry. 
I am not aware of that specific reference. 

Mr. Dingell. Well, are you saying yes or no or you don’t know? 

Ms. Taylor. I am saying I don’t know. 

Mr. Dingell. Now, isn’t it true that study researchers also found 
that Procrit and other ESA increased the death risk in cancer pa- 
tients by about 10 percent? Is that true or not? 

Ms. Taylor. I would have to check on that for you, sir. 

Mr. Dingell. All right, and they also found that Procrit and 
other ESAs could actually enhance cancer growth at the same doc- 
tors were using other drugs to control the disease. Is that not true? 

Ms. Taylor. I would have to check that as well, sir. 

Mr. Dingell. Are you prepared to state under oath that Johnson 
& Johnson’s national DTC advertising campaign, touting Procrit 
for fatigue relief, was unrelated to overuse or medically unneces- 
sary use of Procrit in the years 1998 to 2005? 

Ms. Taylor. Yes, sir, I am. 

Mr. Dingell. In your testimony, you stated that Procrit ads all 
communicated the same theme, essentially that anemia can cause 
fatigue and weakness, and Procrit may alleviate these symptoms. 
Is that correct? 

Ms. Taylor. What we did talk about was that anemia was a key 
side effect of chemotherapy and that fatigue and weakness are key 
symptoms of anemia that are recognized by patients. 

Mr. Dingell. So then the Procrit ads promoted the notion that 
Procrit improves the problem of fatigue and the quality of life. Is 
that not so? 

Ms. Taylor. What they did do was ask patients who were under- 
going chemotherapy and who experienced fatigue and weakness to 
seek advice from their doctor about their symptoms and allow the 
doctor to make a decision at that point. 

Mr. Dingell. Now, these ads all featured weary, tired caner vic- 
tims who regained their looks, energy and zest for life after using 
Procrit. Isn’t that so, yes or no? 

Ms. Taylor. I believe the ads accurately represented the commu- 
nity that was being treated by the product. 

Mr. Dingell. The tagline for these TV was “strength for living.” 
Is that correct? 

Ms. Taylor. That is correct. 

Mr. Dingell. Now, the FDA has repeatedly denied your com- 
pany’s application for a quality of life indication. Is that not true? 
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Ms. Taylor. The FDA has not approved a quality of life indica- 
tion from Procrit. That is correct. 

Mr. Dingell. Now, Procrit was not an FDA-approved device to 
treat weakness or fatigue. It was approved for the treatment of 
anemia. Is that not true? 

Ms. Taylor. It is approved for the treatment of chemotherapy- 
induced anemia. That is correct. 

Mr. Dingell. Now, is J&J or Ortho Biotech considering volun- 
tarily removing Procrit from the market due to all of the con- 
troversy surrounding the safety of the drug? 

Ms. Taylor. No, sir, we are not. 

Mr. Dingell. You are not considering that. Now, some final 
questions for the panel. Ladies and gentlemen, just to each of you, 
and we will start on your right and on my left. Will you agree to 
follow the AMA guidelines regarding the use of actors and health 
professionals in DTC ads? Sir? 

Mr. Sage. Mr. Congressman, I am not in a position to decide pol- 
icy for Pfizer. That being said, as the team leader for Lipitor, if we 
were going to do this ad again, which we are not planning to do, 
I certainly would recommend it. 

Mr. Dingell. Sir? 

Mr. Khanna. Our ads are consistent with Pharma guidelines, 
and I believe Pharma guidelines are very similar in many cases to 
the AMA guidelines. 

Mr. Dingell. And ma’am? 

Ms. Taylor. Yes, sir. Our guidelines as well are very consistent 
with the Pharma guidelines, and we would follow those explicitly. 

Mr. Dingell. So you are telling me that you are not going to fol- 
low AMA guidelines? 

Ms. Taylor. No, our guidelines are consistent with the Pharma 
guidelines, and the Pharma guidelines are consistent, I believe, 
with the AMA recommendations. 

Mr. Dingell. Now, yes or no, starting again on your right on my 
left. Will your company agree not to market products in DTC ads 
until the completion of a valid outcome study? Yes or no? 

Mr. Sage. Mr. Congressman, in the case of Lipitor, which is what 
I am here to speak about today, we have well-validated outcome 
studies, so for Lipitor, yes. 

Mr. Dingell. Sir? 

Mr. Khanna. Sir, our ads focus on the points of lowering bad 
cholesterol, focus on the importance of diet, and focus on the fact 
that Vytorin does lower bad cholesterol. We believe that these are 
important, not only from a public health perspective, but lowering 
bad cholesterol, this is the cornerstone of heart disease prevention, 
and we believe it is important to continue to do that in a balanced 
an appropriate way and we will review what we 

Mr. Dingell. I don’t understand. Is that a yes or a no. 

Mr. Khanna. Sir, we believe it is important to continue to com- 
municate the importance of lowering bad cholesterol. 

Mr. Dingell. I am still trying to understand. Is that a yes or no? 

Mr. Khanna. Sir, we are going to continue to communicate the 
importance of lowering bad cholesterol, as well as diet, and Vytorin 
as an option. 
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Mr. Dingell. Now, ma’am, will your company agree not to mar- 
ket products in DTC ads until completion of a valid outcome study, 
yes or no? 

Ms. Taylor. In speaking for Ortho Biotech, sir, we would he un- 
likely to he doing DTC advertising without valid clinical outcome 
studies. That is correct. 

Mr. Dingell. Now, this should he a fairly simple question. 
Pharma has issued guidelines on this subject which require a mor- 
atorium on DTC ad until physicians are adequately educated about 
the risks and benefits of the new drug. Starting on your right and 
my left, sir, will you follow the Pharma guidelines, yes or no? 

Mr. Sage. Pfizer does follow the Pharma guidelines and has its 
own more stringent internal guidelines, so yes, sir. 

Mr. Dingell. Sir? 

Mr. Khanna. We do feel it is important that physicians have ex- 
perience with the drugs before we advertise, and in the case of 
Vytorin, physicians have experience with both Zetia as well as 
simvastatin. 

Mr. Dingell. All right. Ma’am? 

Ms. Taylor. We did not advertise Procrit in DTC for a 5-year pe- 
riod after it was first approved, but for future products, we believe 
an adequate period, which may depend on the product and the con- 
dition being treated, but an adequate waiting period is most nec- 
essary, yes, sir. 

Mr. Dingell. These are simple yes-or-no questions again. If you 
please, sir, will your company market products in DTC ads for off- 
label uses, yes or no? 

Mr. Sage. Pfizer’s position is that we market claims that are con- 
sistent with our label. Our new ads are pre-cleared. They are re- 
viewed, and it is our belief that it should be within our label. Yes, 
sir. 

Mr. Dingell. Are you telling me yes, or are you telling me no? 

Mr. Sage. I am telling you yes. 

Mr. Dingell. You are telling me no. How about you, sir? 

Mr. Sage. No, sir. I said yes, to clarify. 

Mr. Dingell. You are saying yes. Sir? 

Mr. Khanna. If I may just ask you to repeat the question. There 
was a little confusion between the answer and the question. 

Mr. Dingell. Ma’am, yes or no? 

Ms. Taylor. I was asking for clarity around the question as well. 
Would you mind repeating the question sir? 

Mr. Dingell. The question: will you agree not to market prod- 
ucts in DTC ads for off-label uses? 

Ms. Taylor. Yes, sir. We agree not to market products for off- 
label uses. 

Mr. Khanna. I agree. We will not market products for off-label 
use. Our promotion will be consistent with our FDA-approved label. 

Mr. Dingell. All right, now, FDA has a phone number of Med- 
Watch. Will your company add to the ads that you are putting the 
notation that FDA has this 1-800-MED-WATCH phone number to 
be included in your DTC ads? 

Mr. Sage. Mr. Congressman, as I said, I am not in a position to 
decide that policy for Pfizer. I would certainly take that rec- 
ommendation back. 
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Mr. Dingell. Sir? 

Mr. Khanna. I will take that recommendation back for consider- 
ation. 

Mr. Dingell. Ma’am? 

Ms. Taylor. Again, I am not in a position to qualify that for the 
entire company, but we most certainly would look at it. 

Mr. Dingell. So I haven’t got any yesses. I have we will take 
it under advisement. Is that what I am being told here? 

Mr. Sage. Yes. 

Mr. Khanna. Yes. 

Ms. Taylor. Yes. 

Mr. Dingell. Maybe you would like to select one of your number 
to tell me what would be your objection to adding that to your ads? 
What would be the objection to that, starting on your right? You 
obviously have a concern which says that this is not something 
that we want to do. What is it? 

Mr. Sage. My only concern is personal, Mr. Congressman. As I 
said, I am not in a position to make that decision for the company. 
It is not a question of whether or not we take adverse events seri- 
ously. 

Mr. Dingell. Sir? 

Mr. Khanna. Sir, it is something we want to evaluate. For me, 
but what is most important is that we promote what is consistent 
with our label, that it is accurate information, and what motivates 
patients to take an action to see their physician, so we are going 
to do that in the appropriate, balanced manner. 

Mr. Dingell. Ma’am? 

Ms. Taylor. Yes. I am not in a position to be able to make that 
position here, but from a personal perspective, what is important 
is that patients have access to report that, and all of your current 
ads do have patient reporting number to report many adverse ef- 
fects. So in the meantime, there is a mechanism with our adver- 
tising to follow that. 

Mr. Dingell. Thank you. Mr. Chairman, the thought occurs to 
me that maybe we need somebody who can really speak on behalf 
of the companies and just, perhaps, this committee should have a 
proper hearing in which we bring back the presidents of the compa- 
nies, because I think that they could probably respond to these 
questions in a little more helpful fashion. And I thank you, Mr. 
Chairman for your courtesy, and if I have any time left, I will cer- 
tainly yield to my good friend. 

Mr. Shimkus. Just as you address that, a lot of things have been 
debated about the FDA did in this process because a lot of this 
stuff ran through their process and the question was why they 
weren’t here. If we are going to do that, I would think the FDA 
would be another group to bring back to see what they knew and 
when they knew it and how they knew it and the like. 

Mr. Stupak. We are going to have votes here pretty quick. Let 
us shoot around a couple more questions if we can. I know I have 
some more questions. 

Mr. Sage, just so there is no misunderstanding here, the issue 
with the Lipitor ad is not whether it was indicated that Mr. Jarvik 
was compensated, but more importantly it was that people had a 
hard time remembering the side effects and the way that you struc- 
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tured the ad so they did not know what it was. In fact, Dr. Day 
showed that people wildly misrepresented the need for blood test 
while taking Lipitor. Don’t you think the serious side effects of 
these drugs should also have equal airing with the benefits of these 
drugs in the ads? 

Mr. Sage. Mr. Chairman, I think it is obviously important to 
communicate the side effects as well as the benefits in these ads. 
I also want to point out 

Mr. Stupak. In an equal manner? Dr. Day sort of destroyed your 
ad in the way you placed your side effects. 

Mr. Sage. Mr. Chairman, all of our ads are reviewed internally. 
Many of those ads were reviewed by the FDA. They are accurately 
balanced. 

Mr. Stupak. Did you ever have a cognitive assessment made on 
your ads. 

Mr. Sage. No, we did not. I was not aware of the cognitive as- 
sessment. It was very enlightening. Thank you. 

Mr. Stupak. Mr. Khanna, today there is a news report that is 
running in the Wall Street Journal, stating that Schering-Plough 
has been asked to submit documents to the Justice Department on 
your Enhance study. Is that correct? 

Mr. Khanna. I am not aware, sir. 

Mr. Stupak. OK, it just hit today. So I guess I am kind of won- 
dering if it was on Enhance study or on the stock sales. You don’t 
know anything about it? 

Mr. Khanna. I don’t know. 

Mr. Stupak. All right. Let me ask this question to you. In 
Vytorin, it appears that this is what we were talking about earlier 
about as an emerging science. You were going for a rare population 
that you were targeting, were you not? 

Mr. Khanna. No, sir, all people have cholesterol that you inherit 
as well as 

Mr. Stupak. Right, but what about your Enhance study? Wasn’t 
that targeted at people who not only have cholesterol but whose 
family history would suggest they have cholesterol problems? 

Mr. Khanna. No, sir. 

Mr. Stupak. Well, why the hot dog and Uncle Frank, then? 

Mr. Khanna. No, sir, the Enhance study was a very specific pa- 
tient population called heterozygous FH who was predisposed to 
having very high levels of cholesterol. 

Mr. Stupak. Because of family history? 

Mr. Khanna. Well, they have very high levels of cholesterol, but 
everybody gets cholesterol from family. 

Mr. Stupak. I don’t disagree with you. You make two claims. 
Number one, you are going to fight cholesterol. Number two, you 
are going to go after those folks whose family history produces cho- 
lesterol, correct? That is your Enhance study, right? 

Mr. Khanna. What we are saying is that you get cholesterol from 
two sources. You get it from food that is high in cholesterol, and 
inheritance. 

Mr. Stupak. Right, and it was a small study, and you conducted 
the Enhance trial because of this, for those who have a very high 
level of LDL cholesterol, right? 
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Mr. Khanna. No, sir, we got approved based on our ability to 
lower bad cholesterol. That is the way that the FDA approves 
drugs in this marketplace. 

Mr. Stupak. ok, so it is just bad cholesterol, so why are you 
having the frank hot dog and Uncle Frank or Virginia and Virginia 
ham? 

Mr. Khanna. We are tying to do a few things. One, we are trying 
to say that lowering bad cholesterol is important. Two, we are try- 
ing to reinforce diet. Three is we are tying to say you get bad cho- 
lesterol from food that is high in cholesterol, such as a hot dog, or 
your mom and dad, because what we found is that if we can edu- 
cate people that you get high cholesterol 

Mr. Stupak. So your Enhance study wasn’t meant to reduce cho- 
lesterol but also to reduce the blockages. Wasn’t that the purpose 
of your Enhance study? 

Mr. Khanna. Sir, the purpose of the Enhance study was to look 
at the effect on the carotid artery and compare Vytorin to 
simvastatin, and what we found in there was that there was no dif- 
ference in these images. 

Mr. Stupak. So that part wasn’t proven, and that is why the 
study is in question here, right? The results of your study, what 
you thought it would be, and what it ended up being, was two dif- 
ferent things. 

Mr. Khanna. We did plan for a range of options. 

Mr. Stupak. What you thought the study was going to show, it 
did not show that. In fact, it took you 2 years to release that study, 
did it not? 

Mr. Khanna. Sir, there was a very rigorous scientific debate 
about the quality of the data. 

Mr. Stupak. OK, it took you 2 years to release it, right? 

Mr. Khanna. I am not a scientist, but I witnessed that debate, 
and there were pros and cons about that debate. 

Mr. Stupak. Why don’t you go to the exhibit book. We have sev- 
eral emails from Merck/Schering-Plough as well as from coordina- 
tors of the Enhance study that shows the results were delayed. 
That is exhibit 22. It shows that the results were delayed several 
times, even against the wishes of the principal investigator. Do you 
know what the delays were in the Enhance trial? 

Mr. Khanna. Sir, I know that there were significant steps taken 
to look at the quality of the data, and I know that that process 
around the quality of the data and to ensure that the data could 
be analyzed meaningfully did take longer than anticipated. 

Mr. Stupak. Let us go to exhibit 19. This is a print ad for 
Vytorin, submitted to the EDA. Each fact is annotated to a ref- 
erence verifying its truthfulness. This paragraph about the two 
sources of cholesterol is attributed to a Web site called 
aboutyourcholesterol.com. That Web site actually advertises for a 
mail-order dietary supplement to lower cholesterol, so it seems to 
me that two sources of cholesterol is the cornerstone of Vytorin’s 
ad, and yet you reference a commercial dietary supplement Web 
site to support the EDA application. Why not publish a scientific 
study or an internal research document? 
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Mr. Khanna. Mr. Chairman, the reference to this Weh site was 
clearly an error, hut Vytorin does treat the two sources of choles- 
terol. 

Mr. Stupak. All right, so that was a mistake you made. 

You submit your ad to the FDA, but yet it takes you 2 years to 
release the study. So why wouldn’t you just release the study when 
it was completed to the FDA like you did your ad? What is more 
important? The ad or the results of your study? 

Mr. Khanna. Sir, this was a scientific issue and it may 

Mr. Stupak. Well, wait a minute, submitting something to the 
FDA is not a scientific issue. In fact, you are required to submit 
your studies to the FDA. That is a legal requirement. 

Mr. Khanna. This is a question of the quality of the data and 
to ensure that that data can be analyzed. It was the details of the 
science around the enhanced study and making sure that quality 
is there. Ultimately, MSP did take steps to ensure the quality of 
the data and to make sure that it could be analyzed meaningfully 
prior to unblinding the data, and that did take longer than we an- 
ticipated. 

Mr. Stupak. My time is up. Mr. Shimkus? I still want to get to 
Ms. Taylor. I have still got a number of questions for Ms. Taylor. 
But go ahead, I have gone a little bit over my time. 

Mr. Shimkus. Yes, Mr. Chairman, I am going to yield to Mr. Fer- 
guson. We are having competing hearings, and he would like to get 
upstairs if that is OK. 

Mr. Ferguson. Thank you very much for your courtesies, both 
of you. Mr. Khanna, just to continue on this line of questioning, I 
understand that there have obviously been some questions about 
what enhanced actually showed. My understanding is that while 
enhanced showed no significant difference in the impact on the ar- 
tery wall thickness between Vytorin and the simvastatin, the study 
also showed what you already knew, which was that Vytorin lowers 
LDL bad cholesterol better than a statin alone. Is that correct? 

Mr. Khanna. That is correct. 

Mr. Ferguson. And was enhanced designed to study or to meas- 
ure the effect that Vytorin has on cardiovascular outcomes? 

Mr. Khanna. No, sir, it wasn’t designed or intended to look at 
heart attacks or strokes. 

Mr. Ferguson. So the last patient visit for the Enhance study 
was in April 2006. The results were released earlier this year, so 
a little less than 2 years. With any clinical trial, we know that im- 
mediately following the last patient visit, there is a process of qual- 
ity control, analysis of the data, to ensure that the data is reliable. 
You have unblinded the results. You have to analyze the results. 
My understanding is that for a number of reasons, with enhanced 
in particular, with regard to the data, including the methodology 
that was used to measuring, that quality-control process took a lit- 
tle longer than expected. 

Mr. Khanna. That is correct. 

Mr. Ferguson. How much longer? 

Mr. Khanna. I can’t give the exact amount of time, but the sci- 
entists did feel that getting the quality-control questions right was 
very important, and there was a robust debate among many sci- 
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enlists about the quality issues, and untimely MSP did take steps 
to ensure that quality. 

Mr. Ferguson. Do you think you would have come under some 
heat if you released the study more quickly, and you found out 
later that the methodology or the data were insufficient or wrong 
somehow? 

Mr. Khanna. You know I can’t comment on that. 

Mr. Ferguson. I could probably answer that question. I am 
going to say you are going to be damned if you did and damned 
if you didn’t. Let me just b^e clear, did you know the results of the 
enhanced study while your ad for Vytorin was on the air? 

Mr. Khanna. No, sir, I was not made aware of the results of the 
Enhance trial until January the 8 of this year. 

Mr. Ferguson. And at that point, Vytorin ads were off the air. 
You had already chosen to take them off the air. 

Mr. Khanna. We took them off the air on January the 14th, but 
I was made aware of the study results on January 8 of this year. 

Mr. Ferguson. So you made the decision about the ads before 
you even had the results of the enhanced study? 

Mr. Khanna. I made the decision about the ads. It was on Janu- 
ary the 14th, essentially the same date that we released the pri- 
mary end-point results of the enhanced trial, via a press release. 
The reason I made the decision to stop the ads was mainly because 
there was already a lot of science discussion about enhance, as well 
as speculation about the results. Since we were releasing the pri- 
mary end-point results, I didn’t want the ad at the same time be- 
cause I thought that there would potentially be confusion out in the 
marketplace, so I chose to stop the ad at that time. 

Mr. Ferguson. So just to be clear and backing up for a minute. 
I went through with my doc, my good cholesterol/bad cholesterol 
numbers, and essentially if your bad cholesterol number is high, it 
could be from what you eat, or it could be genetic, right? 

Mr. Khanna. That is correct. 

Mr. Ferguson. So it is possible that someone who has a great 
diet, someone who eats all of the right things still has a high level 
of bad cholesterol because of genetics. Is that possible? 

Mr. Khanna. That is absolutely correct, and that is part of the 
reason we wanted to educate on two sources, because if you have 
got a high diet 

Mr. Ferguson. So even a person who thinks they are totally re- 
sponsible — I only eat salad, I don’t eat anything with any choles- 
terol in it, there is no reason that I should have a high level of bad 
cholesterol — could still be at risk for health consequences because 
they have a high level of bad cholesterol. That is possible, isn’t it? 

Mr. Khanna. That is correct. 

Mr. Ferguson. And that person would probably benefit from 
knowing that high levels of bad cholesterol could come from more 
than the source of a diet. 

Mr. Khanna. That is correct. 

Mr. Ferguson. Thank you, Mr. Chairman. 

Mr. Stupak. Thank you, Mr. Ferguson. Mr. Shimkus for ques- 
tions? 

Mr. Shimkus. I think just a brief one. My friends on the majority 
have issued a number of letters about all of these studies, request- 
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ing information from you all. Are you still in the process of pro- 
viding documents in response to these requests? 

Mr. Sage. We have complied with the Committee’s request and 
continue to provide information as needed. 

Mr. Shimkus. I mean we, as a committee, are still receiving in- 
formation from you? 

Mr. Sage. If there is any new information to be had, you are 
going to receive it, yes. 

Mr. Shimkus. Mr. Khanna? 

Mr. Khanna. Yes, we continue to comply with the Committee, 
and we are in an ongoing process of sending them information. 

Mr. Shimkus. So is there any outstanding information that we 
still have yet to get to the Committee, based upon your product, 
that we are in the process of getting, or are you waiting for more 
requests from us? 

Mr. Khanna. No, we are just responding to the various requests 
that we are receiving. 

Mr. Shimkus. Ms. Taylor? 

Ms. Taylor. We have provided everything. That is my under- 
standing. 

Mr. Shimkus. In the last 4 months, give me an idea of how many 
documents you may have sent here. I will start with Mr. Sage. Do 
you have any idea of the number of documents? 

Mr. Sage. Two hundred and ninety thousand. 

Mr. Shimkus. Wait, can you say that again? 

Mr. Sage. Two hundred and ninety thousand pages. 

Mr. Shimkus. Two hundred and ninety thousand pages. Mr. 
Khanna? 

Mr. Khanna. I am told that it is in the same vicinity. 

Mr. Shimkus. Two hundred and ninety thousand? Ms. Taylor? 

Ms. Taylor. I don’t have the specific number. I am sorry. My 
own understanding is that is a lot less. 

Mr. Shimkus. Maybe a hundred thousand? I am just joking. 

Ms. Taylor. I really don’t know. 

Mr. Shimkus. I mean that is a lot less than 290,000. 

Ms. Taylor. I can find out for you, though, as soon as possible. 

Mr. Shimkus. Do you know if all of the interviews of people in- 
volved in the studies are still being conducted, Mr. Sage? 

Mr. Sage. I am not sure I quite understand your question. In our 
case, we are not speaking about a study, so if you could clarify, 
that would be helpful. 

Mr. Shimkus. Let me just go to Mr. Khanna, same question. Do 
I need to repeat it? 

Mr. Khanna. We believe there are still more interviews that are 
going to need to be conducted. 

Mr. Shimkus. The chairman is saying there is going to be a lot 
more, so I am probably getting ready for 290,000 more pages. 

Is it your understanding that this investigation is ongoing, Mr. 
Khanna? 

Mr. Khanna. Yes, that is my understanding. 

Mr. Shimkus. I think just part of the concern on this side is that 
I think there is still information to be had, and I said this in my 
opening statement, but it is tough to do oversight and investigation 
when not all of the stats are in, not all of the documents. We don’t 
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have the FDA here. I am new at this business, but that is part of 
this side’s concerns about the process that we have today, but I 
think we have learned a lot, and I will probably learn more, so I 
am going to yield back my time, Mr. Chairman. 

Mr. Stupak. Thanks. In those 290,000 pages was there anything 
in there in which you looked at consumers to see if they understood 
the side effects of Lipitor, Mr. Sage, since that was one of Dr. Day’s 
criticisms of your ads? 

Mr. Sage. We look comprehensively at what consumers took 
away from our advertisements, Mr. Chairman. 

Mr. Stupak. Right, and there was nothing in there about the ad- 
verse side effects, if they understood it, was there? 

Mr. Sage. There are no specific studies on that. 

Mr. Stupak. Ms. Taylor, I said I would get to you. I have a cou- 
ple of questions for you. A year ago a public FDA advisory com- 
mittee, Dr. Richard Hauser, FDA’s chief oncologist, remarked that 
the FDA and the Office of Chief Counsel owed the American people 
an explanation why Procrit TV ads were allowed to run for 7 years. 
Ms. Taylor, are you aware that many of the experts inside and out- 
side of the FDA consider the 7-year Procrit TV ad campaign to 
have been false and misleading because it constituted off-label ad- 
vertising for the treatment of fatigue, which it is not approved for 
by the FDA. 

Ms. Taylor. No, sir. In fact, my understanding is that we had 
a reassurance that during the period concerned, the FDA was satis- 
fied that we complied with regulations. 

Mr. Stupak. I am talking about your advisement for fatigue. 
That is an off-label use of Procrit, isn’t it? 

Ms. Taylor. Our approved use for Procrit is chemotherapy-in- 
duced anemia. 

Mr. Stupak. Right, not for fatigue, right? 

Ms. Taylor. And the symptoms of fatigue and weakness, which 
are cardinal symptoms of anemia were used to describe that for pa- 
tient DTC. 

Mr. Stupak. In that exhibit book there, go to exhibit 39. Isn’t it 
true that Ortho Biotech and Johnson & Johnson were repeatedly 
cited by the FDA for false and misleading advertising in connection 
with direct-to-consumer advertising of Procrit as a treatment for fa- 
tigue: exhibit 39, November 6, 1998 letter from the FDA to Johnson 
& Johnson, exhibit 44, June 30, 2000 letter from the FDA to John- 
son & Johnson, in reference to promotional campaign for Procrit? 
The FDA wrote that the claims made throughout the promotional 
materials are in violation of Food, Drug, and Cosmetic Act and im- 
plemented regulations due to expanding the use of a product as a 
treatment for fatigue. Exhibit 50, dated 12/21/01, letter from the 
FDA to Johnson & Johnson, detailed “false and misleading aspects 
of Procrit advertising, including two direct-to-consumer broadcast 
TV ads Auntie Em and Big Boy Bed,” and requested that Johnson 
& Johnson revise the advertising materials accordingly. “Claims or 
implications that Procrit treats weakness and fatigue or that 
Procrit increases strength are misleading. Procrit is indicative for 
the treatment of anemia for patients receiving chemotherapy for 
cancer.” So how can you say that was not false and misleading, and 
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you kept within the FDA guidelines when you have exhibit 39, 44, 
and 50 that say just the opposite? 

Ms. Taylor. These were all, my understanding is, part of an on- 
going discussion that went on with the FDA, and after each of 
these letters there was further discussion, and we complied or 
agreed with the FDA 

Mr. Stupak. Let me ask you this one. If you were receiving 
chemotherapy, you lose your hair, right? 

Ms. Taylor. You can, right. 

Mr. Stupak. How come your ads don’t have anyone in there that 
lost their hair to chemotherapy? I mean that is a real simple thing 
you could comply with to have a fair ad. In fact, I believe it is ex- 
hibit 50, the FDA said the models you were showing in your ads 
were not accurate because you had people who still had hair, and 
we know in chemotherapy you lose your hair. It is number two, De- 
cember 21, 2001, exhibit 50, “The presentations are misleading be- 
cause the patient models depicted are not representative of the 
general population of chemotherapy patients who would appear 
weaker and have hair loss among other side effects.” That doesn’t 
sound like a discussion to me. That is sort of a directive on how 
you should be doing your ad, and you never presented an ad with 
a person without hair. 

Ms. Taylor. No, we didn’t. I don’t have the follow-up discussion, 
but I do believe that subsequent ads, which were agreed with FDA, 
and which did not have patients who had hair loss were accepted 
by FDA in a subsequent period. 

Mr. Stupak. Let me ask you this. You said you are pleased with 
your ads because people started to understand what edema was, in 
response to Mr. Ferguson. 

Ms. Taylor. Anemia. 

Mr. Stupak. Anemia, not edema, OK. And you were here when 
Dr. Day showed that people didn’t remember and understand 
edema. 

Ms. Taylor. Yes, edema. 

Mr. Stupak. So why did you use a medical term like edema in- 
stead of using something people would understand like body swell- 
ing? 

Ms. Taylor. Actually, we were pleased to see the very high level 
of recognition of the risks that we have 

Mr. Stupak. Did you run your ads by anyone like Dr. Day for 
cognitive assessment? Anywhere in your company did you ever look 
to see if people understood the side effects of these drugs that you 
were promoting? 

Ms. Taylor. I am not aware of specific research that was done 
to determine that, but in seeing Dr. Day’s comments, it certainly 
gave us pause to look at specific expressions like edema in future 
advertisements. 

Mr. Stupak Anywhere in your advertising did you say that use 
of Procrit for cancer patients who had tumors that Procrit would 
be likely to enlarge those tumors and endanger the lives of those 
patients? 

Ms. Taylor. No, that was not a specific warning in the ads. 

Mr. Stupak. But the FDA told you about that, and you didn’t put 
that in there. Don’t you think people should know that before they 
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take your drug, that in fact, it could worsen their condition, not 
make it better, hy making the tumor swell more and shorten their 
lifespan? 

Ms. Taylor. That is a theoretical concern that has heen raised. 

Mr. Stupak. Well, it has been documented, right? I mean they 
documented how the tumors would swell. In fact, the greater the 
Procrit they got, the quicker the tumor swelled. 

Ms. Taylor. I don’t believe that that is accurate, but what we 
did do with the ads was we included all of the side effects that 
were significantly different from placebo. 

Mr. Stupak. That would be significantly different, wouldn’t it, if 
you were a cancer patient and the tumors you had in your body 
swelled when you took Procrit? Wouldn’t that be significant, espe- 
cially when it shortens your life? 

Ms. Taylor. These are significant results as measured in clinical 
studies, so the side effects that were there such as diarrhea and 
edema, those were significantly different to placebo. 

Mr. Stupak. Can you point to any of the documents that you 
submitted, anywhere, where the FDA approved Procrit for off-label 
use for fatigue or weakness in patients? Can you point to any one 
document of any use submitted to our committee? 

Ms. Taylor. Procrit has been approved for chemotherapy-in- 
duced anemia. Our advertisements were specifically looking at 
using language that would be recognizable by a consumer such 
as 

Mr. Stupak. So I take it your answer is no because you cannot 
point to an exhibit, as the FDA wrote to you in exhibit 39, 44, and 
50, telling you not to use your ads for tiredness and for weakness. 
Do you have any letter from the FDA in all of those documents 
that you provided us that said you could advertise for that? 

Ms. Taylor. In fact, all of the way through, there have been dis- 
cussions with the FDA about 

Mr. Stupak. I didn’t ask about discussion. I asked about ap- 
proval for the way you marketed Procrit for 7 years for an off-label 
use that was not approved for Procrit. Do you have any document 
that can show me that? 

Ms. Taylor. We have consistently, throughout, had reassurances 
that the way we were communicating the symptoms of anemia, 
such as fatigue and weakness, was appropriate to the patient group 
that we were reaching with the DTC. 

Mr. Stupak. All right, so you disagree with what the FDA writes 
in exhibit 39, 44, and 50? That is all right. Mr. Shimkus, ques- 
tions? 

Mr. Shimkus. I am going to yield my questions. 

Mr. Stupak. Mr. Burgess is here. Questions? 

Mr. Burgess. I will on the next round. 

Mr. Stupak. We are on three, so Mr. Burgess? 

Mr. Burgess. Thank you, Mr. Chairman. I apologize for being 
late and coming in at the end of things here. We are also dealing 
with stem cells and the Ambassador to Mexico and Medicare pay- 
ments, so there is always something going on. 

On the issue that you were just discussing with the chairman, 
Ms. Taylor, with the studies regarding tumor growth, when did 
that come up? When did that become a concern for your company? 
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Ms. Taylor. In fact, the theoretical potential for growth was 
identified in the original label for Procrit. 

Mr. Burgess. Because when I saw the ad that was played at he 
beginning of this hearing many, many hours ago, Mr. Chairman, 
it was specific that it said that this is for non-hematologic tumors, 
is that correct? 

Ms. Taylor. It is for non-myeloid. 

Mr. Burgess. Non-myeloid. Because there was concern for if it 
were a myeloid condition, that it might in fact be stimulatory. Is 
that correct? 

Ms. Taylor. I am not aware of the exact reason for it, but it was 
a theoretical concern when we first had approval for the product. 

Mr. Burgess. Now, is there any indication as to which types of 
tumors might be so affected with the theoretic concern of increased 
rumor growth? 

Ms. Taylor. I am not aware of specific tumor types that were 
identified at that point. 

Mr. Burgess. Are there, in fact, studies ongoing now to look into 
that and answer these questions? 

Ms. Taylor. Yes, we are attempting to complete a very large 
study. It is very difficult to recruit for because of the very nature 
of it. And in trying to do a definitive study, such as a placebo-con- 
trolled study, it is very difficult to do in this patient population, but 
we are working closely with the FDA and believe that we have a 
design that will meet the needs to answer some of these questions. 

Mr. Burgess. And I realize that a retrospective study is always 
fraught with some difficulty, but has there been any attempt to ret- 
rospectively go back and mine the data and look at that basis? 

Ms. Taylor. There is currently underway — a Cochrane Collabo- 
ration is doing a very large review of all of the data of the years. 
I think it is roughly about 15,000 patients experience that is in 
analysis now, and we should have that in the coming months. 

Mr. Burgess. Very good. On the issue of Procrit itself, was it 
ever approved for the indications of treatment of fatigue and im- 
proved quality of life? 

Ms. Taylor. Procrit is approved for the treatment of chemo- 
therapy-induced anemia. For the advertisements that we did with 
patients, we use the terms fatigue and tiredness as representative 
for patients’ understating of the term anemia. 

Mr. Burgess. So you were referencing the symptoms of anemia? 

Ms. Taylor. This was referring to the symptoms of anemia, such 
as fatigue and tiredness and also the reduction in red blood cells. 

Mr. Burgess. So the indication existed, then, for treating low red 
cell mass as a result of chemotherapy, and it really then kind of 
strains credulity to think that it’s misleading if you talk about the 
symptoms of anemia and reduced red call mass as being those 
symptoms that you are trying to target with your treatment of ane- 
mia and reduced red cell mass. 

Ms. Taylor. That is what we thought, yes. 

Mr. Burgess. That is what I would assume as well. 

Dr. Khanna, let me just ask you a question, and again, I apolo- 
gize to you for being late. On the issue of the Vytorin controversy 
that has been discussed today, I referenced in my opening state- 
ment that perhaps there is some good in just delivering the infer- 
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mation that cholesterol comes from two sources, that the average 
person with a diagnosis of hypercholesterolemia may not he aware 
of the fact that, yes, there are some things that they do that affects 
their cholesterol level, but there may be something thing that are 
embedded deep within their cells or their DNA or their family his- 
tory that results in high cholesterol, so they may just be a benefit 
from even just stating that and providing that educational informa- 
tion to patients, is that not correct? 

Mr. Khanna. That is correct. We know that there are many pa- 
tients that are diagnosed, but are untreated, that when you edu- 
cate them that your cholesterol comes from two sources, it takes 
away one of the barriers, and one of the barriers is until they know 
that, they feel it is all their fault, so no matter how much they ex- 
ercise and how much they exercise, they feel it still their fault. 
Once you educate them, this motivates them to at least have a con- 
versation with their doctor about any additional treatments they 
should consider. 

Mr. Burgess. And just on an intuitive basis, to me it always 
made sense, the addition of those two compounds to fight high cho- 
lesterol levels. One of the difficulties with statins is that some peo- 
ple don’t tolerate them as well because of side effects. Is it ever the 
case that you can use a lower level of statin by the combination 
with other medicines to achieve the desired result of lowering the 
cholesterol level? 

Mr. Khanna. That is correct. What Vytorin provides you is addi- 
tional, significantly greater LDL lowering, and we have head-to- 
head studies to show that we have got greater LDL lowering than 
the three available statins that are on the market, as well as get- 
ting more patients to goal, so you could use a lower dose of the 
statin with Zetia to achieve additional benefits. 

Mr. Burgess. And currently, what is the level of LDL which is 
the upper limit that you want to be under? 

Mr. Khanna. Sir, that varies depending on your risk factors, but 
it could be anywhere less than 130, less than 100, less than 70, de- 
pending on your risk factors that you have. 

Mr. Burgess. But the overall trend as far as the recommenda- 
tion of the medical community has been to recommend a lower 
number as the upper limit of normal, over the last 10 or 15 years’ 
time. Is that not correct? 

Mr. Khanna. That is correct. 

Mr. Burgess. Very well. Mr. Chairman, I will yield back my 
time. 

Mr. Stupak. Thank you. 

Since it came up, let me just ask this. It has come up by both 
sides here about the erectile dysfunction and when it should be 
adverted. And two of the makers are here of it. Mr. Sage, Viagra 
is made by Pfizer. Would you agree that we should pull those ads 
until later at night when it is not affecting young audiences? 

Mr. Sage. Pfizer’s policy on advertising Viagra is to advertise it 
on shows that have at least 90 percent adult viewership. 

Mr. Stupak. OK, it is not a timeline. You do it based on 
viewership? 

Mr. Sage. It is based on viewership, yes, sir. 
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Mr. Stupak. And Mr. Khanna? Schering-Plough has Levitra, 
right? And so would you agree to move your advertising where kids 
would not see it? 

Mr. Khanna. Mr. Chairman, I am the general manager of the 
joint venture. My responsibilities are solely on Vytorin and Zetia, 
so I cannot comment on other products for either parent organiza- 
tion. 

Mr. Stupak. OK, how about as an individual? Do you think we 
should be showing those ads during certain hours and there should 
be appropriate hours and inappropriate hours to show Levitra ads? 

Mr. Khanna. In my own opinion, I do have two young children, 
and I would not like to see ads like that during the times when 
kids are watching TV. 

Mr. Stupak. Mr. Shimkus. 

Mr. Shimkus. Yes, I want to concur with the chairman. I am a 
First Amendment guy. I am schizophrenic on this whole debate, 
but even the 90-percent viewership, when you have on a major 
movie that PG-13, I think we really need to look at some of these 
movie channels, and some good stewardship would help go a long 
way. 

Mr. Ferguson. Mr. Chairman, could I concur on that as well, 
but I would also say that, as father of four kids under ten, I think 
we have similar concerns about any kind of advertising that is on 
TV. Certainly when we are talking about ED drugs, but we also 
know that there is a lot of trash on TV, and it is even tough when 
you are watching a ball game with you kids on the weekend, and 
I have to sit there with the clicker as soon as any ad comes because 
some ad for some trashy TV program that is on later in the week 
on that same station then comes on, and you are flipping the chan- 
nel, and you are muting it, and it is like a test to see how quickly 
you can do it. So I absolutely agree that there are appropriate ads 
that should be on certain program or certain times of the day, but 
it is really, really tough, and it is certainly not unique to this in- 
dustry or any other industry that as ads run that sometimes may 
be inappropriate for kids. And I absolutely agree that this is a 
problem, but it certain is a broader problem than we are talking 
about here. And I would certainly be delighted to work with you, 
Mr. Chairman, and the ranking member, and others if we are 
going to develop some sort of a proposal for this. 

Mr. Stupak. Thanks, and at the request of the minority, we will 
have another hearing on direct-to-consumer advertising, so maybe 
that could be a part of it. 

Well, that concludes all of the questions. I want to thank all of 
the witnesses in this panel. They are free to go, and thank you for 
testimony today. 

I ask unanimous consent that the hearing record remain open for 
30 days for additional questions for the record. Without objection, 
the record will remain open. And I ask unanimous consent that the 
contents of our document binder be entered into the record. With- 
out objection, the documents will be entered into the record. That 
concludes our hearing. Without objection, this meeting of the sub- 
committee is adjourned. 

[Whereupon, at 3:50 p.m., the subcommittee was adjourned.] 

[Material submitted for inclusion in the record follows:] 
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ILipitor Advertisement Screenshot-Dr. Robert Jarvick 


Ptizer-Lipitor Advertisements Screenshots and Scripts 


Pfizer, Inc Endoresement Agreement with Dr. Robert Jarvick I 04/13/2006 


Talent Partners Invoice and production notes, re: Dennis Williams, 
erformer. 03/27/2006 


Talent Partners Invoice and production notes, re: Dennis Younglove, 

performer. 11/08/2007 


Letter to Jeffrey Kindler, Pfizer CEO, from Utah Artificial Heart Institute. 08/10/2006 


Pfizer Response Letter to Dr. Don Olsen of the Utah Artificial Heart 

Institute. 08/28/2006 

ABC News Transcript from "Good Morning America." Interview with Dr. 

Robert Jarvick 01/16/2008 


I Declaration of Use of Lipitor by Dr. Robert Jarvick. 06/22/2006 


Maya Group Report, "Pfizer Jarvick Advertising Campaign Diagnostic 

Research." Nov. 2006 


Mindy Goldberg Associates, Inc. report, “Lipitor Generic Defense 

Consumer Qualitative Research." 02/01/2007 


Transmittal of Advertisements and Promotional Labeling for Drugs and 
Biologies for Human Use. 07/07/2006 


American Medical Association Policy, H-1 05.988, "Direct-to-Consumer 
Advertising of Prescription Drugs and Implantable Devices." 


Email correspondence from Wayne Amchin, FDA DDMAC Project 
Manager, re: "Lipitor DTC User Fee Submissions..." 


Vendor List 


Letter from Pfizer Senior VP Anthony Principi to Chairmen Dingell and 
Stupak, re: Lipitor Advertisements. 


12/31/2007 


02/25/2008 


Vytorin Advertisement Screenshot 


Vytorin Advertisements Screenshots and Scripts. 


Vytorin Print Advertisements 

Aboutyourcholesterol.com. "The Complete Site to Controlling High 
Cholesterol and Maintaining Good Heart Health." 


Email correspondence from Mark Askine, re: “Vytorin Promotional 

Materials." 

Email correspondence from Eric DeGroot of Imagepace, re: "Batch 

Reading Discrepancies." 

Email correspondence from Eric DeGroot, re: "SP Efficacy Analysis 
QC." 


Email correspondence from Professor John Kastelein, of University of 
Amsterdam. 


08/23/2006 
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Schering Plough ENHANCE Consultancy Report by Michiel Bots of 
University Medical Center Utrecht. 
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Letter from Amgen/J&J to FDA stating intention to renew application for 
“quality of life” indication for cancer patients. 

05/18/2001 

Letter from FDA APLB to Amgen/J&J, re; “false and misleading” 
aspects of Procrit advertising, including two DTC broadcast (TV) ads 
(“Anthem" and “Big Boy Bed”) and requesting J&J revise advertising 
materials accordingly. 

12/21/2001 

Handwritten notes of OCC meeting regarding FDA 12/21/01 letter. 

01/10/2002 

Letter from Amgen/J&J responding to FDA 12/21/01 letter. 

01/25/2002 

Letter from Amgen/J&J responding to FDA 12/21/01 letter. 

02/12/2002 

FDA CBER Review Memorandum, re; Amgen/J&J response letter to 
CBER's 12/21/01 I letter. 

April 2002 

Email correspondence within FDA from Broadnax to Byrd and Abrams 
regarding teleconference following day to address OCC viewpoint of 
Procrit advertising issues contained in FDA’s 12/21/01 letter. 

05/28/2002 

Handwritten notes entitled “TC [Teleconference] w/ DDMAC re; Procrit.” 

05/29/2002 

Letter from Amgen/J&J to FDA, re; proposed corrective actions to DTC 
broadcast (TV) ads. 

05/10/2002 

Letter from FDA to Amgen/J&J finding most of J&J's proposed 
corrective actions acceptable. 

07/30/2002 

Email correspondence from Dan Troy (former Chief Counsel, OCC) to 
Jeffrey Senger (OCC), re; J&J promotion of Procrit and related email 
chain. 

02/27/2007 

Email correspondence from Seth Ray to Sheldon Bradshaw and Mark 
Raza, re; draft EPO Q&A for Ways and Means. 

06/20/2007 

Article by Ruth Day, subject; "Comprehension of Prescription Drug 
Information; Overview of a Research Program," 

2006 

Report by GAO (GAO-07-54), subject: "Prescription Drug: 

Improvements Needed in FDA's Oversight of Direct-to-Consumer 
Advertising." (Summary and Index only, the full document can be found 
within the Subcommittee's files) 

November 2006 

Kaiser Foundation/ USA Today/ Harvard School of Public Health Report 
(Summary and Chartpack), subject: "The Public Prescription Drugs and 
Pharmaceutical Companies." 

March 2008 

PhRMA Guiding Principles, "Direct to Consumer Advertisements About 
Prescription Medicines." 

November 2005 

institute of Medicine Report Brief, subject: "The Future of Drug Safety: 
Action Steps for Congress." 

September 2006 

The Guardian (UK publication) article by Sarah Boseley, subject: "EU 
Plan May Let Drug Firms Sidestep Ban on Advertising." 

04/08/2008 
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:60 jarvik Revised (With Tag) 
page I of 4 


AVO: Dr. Robert Jarvik. 
Inventor of the artificial heart. 


JARViKV.O.iThe average heart 
beats 2 billion times. The heart 
is amazing. 


But high cholesterol can lead 
to heart disease. 


Lipitor can help. When diet 
and exercise aren’t enough, 
adding Lipitor significantly... 



Pfizer - Lipitor 
Campaign Name: "Jandk” 
Commercial Length: :60 
LP272543B 
ISCI:PFLI60t6 


KTG 000002 
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;60 jarvik Revised (With Tag) 
page 2 of 4 


...lowers bad cholesterol 39 - 
60 %. 


If you have several common 
risk factors for heart disease. 


Lipitor is clinically proven to 
reduce your risk of heart 
attack. 


And more cardiologists 
surveyed said they’d prescribe 
Lipitor for their own families 
than any other cholesterol 
lowering brand. 



Pfizer - Lipitor 
C^Yipai^ Nane: “Jarvik” 
Commercial Length: :60 
LP272543B 
ISCI:PFU60I6 


KTG 000003 
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:60 Jarvik Revised (With Tag) 
page 3 of 4 


Lipitor is not for everyone, 
including people with liver 
problems... 


...and women who are nursing, 
pregnant or may become 
pregnant. You need simple 
blood tests to check for liver 
problems. 


Tell your doctor if you are 
taking other medications or if 
you have any muscle pain or 
weakness. They may be a sign 
of a rare but serious side 
effect. 


Lipitor is one of many 
treatment options to 
consider with your doctor. 



Pfizer - Lipitor 
Campaign Name: “Jarvik” 
Commercial Length; :60 
LP272S43B 
1SCI:PFL!60I6 


KTG 000004 
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:60 Jarvik Revised (With Tag) Pfizer - Lipitor 

page 4 of 4 Campaign Name: “Jarvik” 

Commercial Length: :60 
LP272543B 
ISCi:PFLt6Q!6 


It’s your heart. 


Ask if Lipitor is right for you. 


VO.; Visit Lipitor.com for a 
free trial. 



KTG 000005 
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Pfizer-Lipitor 
Human Body TV ;60 
PFLl-6296 
LP276825 
1 of 4 


OPEN ON JARVIK 
IN FRONT OF AN 
HUGE, ADVANCED 
MOVING MODEL 
OF THE INSIDE OF A 
HUMAN BODY, 


HE USES A LASER 
TO POINT TO THE 
HEART 


ANDTHENTHE 

BRAIN 



Dr. Jarvik: 

In the human body 
the heart pumps 
blood through 
thousands of miles 
of arteries every 
minute. 


AVO; 

Inventor of the 
Jarvik Artificial 
Heart, Dr. Robert 
Jarvik, 


Jarvik; 

But high cholesterol 
can clog arteries... 
and lead to heart 
disease... 


or a stroke. 


KTG 000006 
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Pfizer-Lipitor 
Human Body TV :60 
PFLl-6296 
LP276825 
2 of 4 


CAMERA MOVES 
IN TOWARDS 
CHEST SHOWING 
HOW THE AMOUNT 
OF CHOLESTEROL 
HAS BEEN 
REDUCED. 



Adding Lipitoi- is 
proven to lower bad 
cholesterol an 
impressive 39 to 60% 
when diet and exercise 
are not enough. 


And today, clinical 
evidence proves that 
Lipitor... 


can reduce both your 
risk of heart attack... 


and your risk of 
stroke... if you have 
several common risk 
factors for heart 
disease. 


KTG 000007 
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Pfizer-Lipitoi- 
Human Body TV :60 
PFLI-6296 
LP276825 
3 of 4 



All important reasons 
to ask your doctor 
about Lipitor. 


Lipitor is not for 
everyone, including 
people with liver 
problems and women 
who are nursing, 
pregnant or may 
become pregnant. 


You need simple blood 
tests to check for liver 
problems. 



Tell your doctor if you're 
taking other medications, 
or if you have any muscle 
pain or weakness. They 
may be a sign of a rare, 
but serious side effect. 


KTG 000008 
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Pfizer-Lipitor 
Human Body TV :60 
PFLi:-62% 
LP276825 
4 of 4 





Lipitor is one of 
many treatment 
options to consider 
with your doctor. 


Could you be doing 
more... with Lipitor? 
Ask your doctor. 


KTG 000009 
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Pfizer/Lipitor 

Podium with Free Trial and 
New Jarvik Title :60 spot 
tSC}:PFLi-6336 
LP275716B 
Page 1 of 3 


SUPER; Inventor of the 
Jarvik Artificial Heart 
Dr. Robert jarvik 


SUPER: Average effect 
depending on dose. Available 
by prescription only. 


kaplan thaler group, M 

savertising & cntertainfTieni 



JARVIK; I’ve studied the 
human heart for a lifetime, 
and there's something you 
should know. 


VO: Inventor of the 
Jarvik Artificial Heart. 
Dr Robert Jarvik 


JARVIK: High cholesterol can 
lead to heart disease. 


When diet and exercise aren’t 
enough, adding Lipitor lowers 
bad cholesterol 39 to 60%. 


KTG 000010 
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Pfizer/Lipitor 

Podium with Free Trial and 
New Jarvik Title ;60 spot 
ISC!: PFLF6336 
LP275716B 
Page 2 of 3 

SUPER: Common risk factors 
include: Family history, high 
blood pressure, smoking, low 
good cholesterol and age. 


SUPER: Common risk factors 
include: Family history, high 
blood pressure, smoking, low 
good cholesterol and age. 


SUPER: See our ad in Health 
magazine. 


SUPER: See our ad in Health 
magazine. 


' kaplan thaler group, 

advertising & entertainment 



And Lipitor is clinically proven 
to reduce your risk of heart 
attack... and... your risk 
of stroke... if you have several 
common risk factors for 
heart disease. 


The more we learn about 
Lipitor, the more impressed 
I am. 


Lipitor is not for everyone, 
including people with liver 
problems and women who are 
nursing, pregnant or may 
become pregnant. 


You need simple blood tests to 
check for liver problems. 


KTG 000011 
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Pfizer/Lipitor 

Podium with Free Trial and 
New Jarvik Title :60 spot 
ISCI: PFLI-6336 
LP275716B 
Page 3 of 3 

SUPER: I-888-LIPITOR 
www.Lipitoncom 


SUPER: I-88S-LIPITOR 
www.Lipjtor.com 


SUPER: free trial offer visit 
www.Lipitor.com 


ka plan tha ler group, M A 



Tell your doctor if you’re 
taking other medications, or if 
you have any muscie pain or 
weakness. They may be a 
sign of a rare, but serious 
side effect. 


Lipitor is one of many 
treatment options to consider 
with your doctor. 


Could you be 

doing more... with Lipitor? 

Ask your doctor. 


VO: Visit Lipitorcom for a 
free trial. 


KTG 000012 
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Pfizer - Lipitor 
Stroke TV :60 
PFLI7356 
LPU00063E 
1 of 4 



AVO: Inventor of the Jarvik Artificial 
Heart. Doctor Robert Jarvik, 

Super: Inventor of the Jarvik Artificial 
Heart, Doctor Robert Jarvik. 

Dr. Jarvik: Heart disease and stroke are 
the first and third biggest health problems 
in America. 



Dr. Jarvik: And high cholesterol can 
increase your risk of both. 

it can clog arteries anywhere. In the 
heart, it can lead to heart attack. In the 
brain, a stroke. 



Adding Lipitor significantly lowers bad 
cholesterol 39-60%, when diet and 
exercise are not enough. 

Super; Average effect depending on 
dose. 


KTG 000013 
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Pfizer - Lipitor 
Stroke TV ;60 
PFLI7356 
LPU00063E 
2 of 4 


And unlike some medicines, 
Lipitor is FDA approved... 




and stroke, if you have several common 
risk factors for heart disease. 


KTG 000014 
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Pfizer - Lipitor 
Stroke TV :60 
PFLI7356 
LPU00063E 
3 of 4 


Dr. Jarvik: Impressive. 



Lipitor is not for everyone, including 
people with liver problems and women 
who are nursing, pregnant or may 
become pregnant. 

Super: See our ad in Health Magazine 



You need simple blood tests to check 
for liver problems. 

Super: 1.888.LIPITOR 
Super: www.lipitor.com 


KTG 000015 



Pfizer - Lipitor 
Stroke TV ;60 
PFLI7356 
LPU00063E 
4 of 4 


Dr. Jarvik: Tell your doctor if you are 
taking other medications, or if you 
have any muscle pain or weakness. 
This may be a sign of a rare but 
serious side effect. 


Lipitor is one of many treatment 
options to consider with your doctor. 

Super: Available by prescription only. 


Dr. Jarvik: Lowering cholesterol is 
important. But could you be doing 
more... with Lipitor? 

Ask your doctor. Don’t wait. 


KTG 000016 





Lipitor - Pfizer 
Breakfast TV :60 
PFLI7016 
LPU00063D 
1 of 4 


Dr. Jarvik: Just because I’m a doctor 
doesn’t mean I don’t worry about my 
cholesterol. 

AVO; inventor of the Jarvik Artificial 
Heart, Doctor Robert Jarvik. 

Super; Inventor of the Jarvik Artificial 
Heart, Doctor Robert Jarvik. 


Dr. Jarvik; For many people like me, diet 
and exercise aren’t enough. 

But adding Lipitor significantly lowers bad 
cholesterol 39-60%. 

Super; Average effect depending on 
dose. 


Dr. Jarvik: I take it because it does 
more than that. 


KTG 000017 
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Lipitor - Pfizer 
Breakfast TV :60 
PFLI7016 
LPU00063D 
2 of 4 



Unlike some cholesterol medicines, 
Lipitor is FDA approved.. 



to reduce the risk of heart attack... 



and stroke, if you have several common 
risk factors for heart disease. 


KTG 000018 
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Lipitor- Pfizer 
Breakfast TV :60 
PFLI7016 
LPU00063D 
3 of 4 


And Lipitor is one of the most researched 
medicines. You don’t have to be a doctor 
to appreciate that. 


Lipitor is not for everyone, including 
people with liver problems and women 
who are nursing, pregnant or may 
become pregnant. 

Super: See our ad in Health Magazine 


You need simple blood tests to check 
for liver problems. 

Super: 1.888.LIP1TOR 
Super: www.lipitor.com 


KTG 000019 


Lipitor - Pfizer 
Breakfast TV :60 
PFLI7016 
LPU00063D 
4 of 4 


Tell your doctor if you are taking other 
medications, or if you have any muscle 
pain or weakness. This may be a sign 
of a rare but serious side effect. 


Lipitor is one of many treatment 
options to consider with your doctor. 

Super; Available by prescription only. 


Lowering cholesterol is important. 
But could you be doing more... with 
Lipitor? Ask your doctor. Don’t 
wait. 


KTG 000020 
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Pfizer - Lipitor 
Father TV :60 
PFLI7406 
LPU00063K 
1 of 5 



Dr. Jarvik: In college I wanted to be an 
architect. But after my father had a heart 
attack I devoted my life to studying the 
heart. 



V/0 : inventor of the Jarvik Artifical Heart, 
Dr. Robert Jarvik. 

Super: Inventor of the Jarvik artificial 
heart, Dr. Robert Jarvik. 
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Pfizer - Lipitor 
Father TV :60 
PFLI7406 
LPU00063K 
2 of 5 



Adding Lipitor lowers bad cholesterol 
39-60%, when diet and exercise 
aren’t enough. 


Super; Average effect depending on dose. 


And Lipitor does more. 


Unlike Crestor, Vytorin and Zetia, 



Super; Common risk factors 
include: family history, high blood 
pressure, low good cholesterol, 
age and smoking. 


KTG 000022 
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Pfizer - Lipitor 
Father TV :60 
PFLI7406 
LPU00063K 
3 of 5 



Lipitor is FDA approved 
to reduce the risk of heart attack and 
stroke if you have several common risk 
factors for heart disease. 

Super: Common risk factors include: 
family history, high blood pressure, low 
good cholesterol, age and smoking. 


Son: Ready dad? 

Dr. Jarvik; Yup 


Dr. Jarvik; And Lipitor is one of the 
most researched medicines. 

Super: 400 Clinical Trials ongoing or 
completed. 


000023 








Pfizer ~ Lipitor 
Father TV :60 
PFLI7356 
LPU00063K 
4 of 5 


I’m glad I take Lipitor. As a doctor and 
a dad. 


Lipitor is not for everyone, including 
people with liver problems and 
women who are nursing, pregnant 
or may become pregnant. 

Super; See our ad in Health 
Magazine 


You need simple blood tests to check 
for liver problems. 

Super: 1.888.LIPITOR 
Super; www.lipitor.com 


KTG 000024 
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Pfizer - Lipitor 
Father TV ;60 
PFLI7406 
LPU00063K 
5 of 5 



Dr. Jarvik: Tell your doctor If you are 
taking other medications, or if you 
have any muscle pain or weakness. 
This may be a sign of a rare but 
serious side effect. 

Super: 1.888.LIPITOR 
Super: www.lipitor.com 


Lipitor is one of many treatment 
options to consider with your doctor. 

Super: Available by prescription only. 



Don’t wait. Ask your doctor. 


KTG 000025 
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PFIZER, me 
235 East 42“* Street 
Mailstop 235/10/45 
New York, New York 1 0017 


As of April , 13, 2006 


Robert Jarvik, M.D, 
c/o Jarvik Heart Inc. 

333 West 52nd Street 
New York. NY 10019 

Dear Dr. Jarvik: 

The following will constitute the agreement (the “Agreement”) between Robert 
Jarvik, MX). {‘‘Artist”) and Pfizer, Inc. (“Company”), by whidi Artist agrees to provide his 
personal services as, among other things, an on-camera spokesperson for and endorsing 
Company’s product known as Lipitor® (atorvastatin calcium) (“Product”) and otherwise 
appear in and in connection with the production of advertising, sales, informational, promotion, 
marketing and publicity rnaterials for the Product, upon the following terms and conditions: 

1. TERM 

(a) First Term . The initial term of the Agreement shall commence on the 
date hereof and shall continue thereafter in foil force and eflfect for a period of one (1) year 
fi-om the initia! public broadcast use of any of the advertising materials produced hereunder 
(“First Term”). Solely for the purpose of calculating the date of expiration of the Fnsf Term, it 
is understood and agreed that the date of such initial public broadcast was Mardi 31, 2006. 

(b) Potions . Company shall have the right at its sole option to extend the 
term of this Ag^anent, upon all of the same terms and conditions hereof except as otherwise 
^edfically set forth herein, for an additional consecutive one (1) year period commencing 
immediat^ upon the expiration of the preceding period, by giving written notice to Artist to 
such effect no later than tlurty (30) days prior to the expiration of the First Term. Such 
additional terai is hereafter called the “Second Term.” 

(c) The First Term and Second Term (if any) are sometimes hereafta 
individually referred to as a “Term” and the entire length of the Agreement is refered to as the 
“term”. 


2. SERVICES/SPOKESPERSON MESSAGING 


PFIZER. INC. CONFinFNTTit 
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(a) Production of Advertising Materials . Company shall have the rigbt 

to utilize Artist’s services and Artist shall render said SCTvices in the production of advertising, 
sales, informational, promotion, marketing and publidty materials and other materials for 
Company as follows; 


(i) DuringeachoftheFirstTermand SecondTenn(ifany),fcrup 
to lane (9) non-consecutive or consecutive days (in Company's sole (fiscretion) 
of up to twelve(12) hours per day (each, a “Work Day”, and collectively 
“Work Days”) (exdusive of travel, rehearsals, voice-over sessions and 
activities relating to public relations and media training) (A) as an on-camera 
performer in and in connection with the production of as many tdeviaon 
commercials, radio commerdals, online commercials and other oommerdals as 
Company may elect (“Commerdals”), and (B) in and in connection with still 
photography sessions for the purpose of producing any number and type of 
print materials, including, without limitation, norr-broadcast consumer and 
trade print advertisements, publicity, collateral materials, posters, displ^, 
point-of-sale advotising outdoor advertising billboards, packaging products 
inserts^ catalogues, brochures, online advertisements, out-of-hcane 
advertisements, industrial, patient education and physician promotional 
materials, media training sessions and sales force materials CNon Broadcast 
hbterials”), and afl revisions and remakes of Commerdals and Non Broadcast 
Materials as Company shall require in its sole discretion. 


(ii) Further, during each Term, Company shaB have the right to 

utilize Artist's services, and Artist shall render, said services in the production of 
Commerdals or for any other purpose herein, for up to four (4) voiceover 
sesrions, each session up to two (2) hours in duration, which such sessions 
shall be in addition to the Work Days set forth above. 


(iii) In addition, subject to Section 2(d) below and on condition that 
Artist is paid the additional compensation set forth in Section 4(1) below, Artist 
shall attend such reasonable number of rerecording sessions of up to two (2) 
hours in length as Company may request in connection with the production of 
the Commerdals in which Artist otiginafly rendered services f ‘Rerecording 
Sessions"). The Rerecording sessions shaB not be considered Work Days. 

(iv) In Company’s sole discretion, the Commerdals and Non 
Broadcast Materials may be produced, created and made by any process, 
instrumentation or device now known or hereafter developed. 

(v) Company shaB have the right to make or cause to be made 
such number of Commerdals and Non Broadcast Materials as it may elect by 
editmg dubbing adding to. subtracting from, compiling and integrating any or 
all of Artist's performances hereunder, and shaB also have the right to produce 
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a “lift” from the audio track of a television commercial or to record duiing the 
production of a televiaon commercial a version of the television coramCTcial, 

. both for radio or other use. Company shall spec^cafty, without Hmitation^ 
have the right to use film clips taken firom any tdevision commercial footage 
produced h^eunder in the production of any Non Broadcast Materials and to 
use any work produced Airing the production of the Non Broadcast Materials 
•in the Commerdals. 


(b) Personal Appearances/Media . Duiing each ofthe First Terra and 
Second Term, if any. Artist shall appear for up to three (3) days for miscellaneous public t ^ 
relations (excluding speeches or lectures}^ and/or personal appearances on behalf of Company C 
at ftincdom designate by Company, and including, but hot limits to, media interviews, ^es ^ 
meetings, conventions, and professonal conferoices. In addition td.the three (3) days forth 
in the preceding sentence. Artist shaU appear for up to an additional dght (8) hours per each 
Term, for purposes rdat^ to media training and orientation. Such media training and 
orientation may occur on one (1) day or may occur over several days, provided that tlw total 
aggTsgate time iii connection tiierewith shall not exceed eight (8) hours per Term 

(c) Worir Sessions and Rehearsal^ Artist shall 0^) to attend all 
customary and ‘reasonable rehearsals as Company may request, vAich shall consist of a 
minimum of one (1 ) day of rdiearsal and/or consultation wiA the creative teams of Company 
and/or its agents (including, ^thout limitation, directors, photographers, advertising agencies 
and the like) prior to each television and/or print shoot, on such dates and at sudi times and 
places (or via telephone, unless Company reasonably requires in person) as Conqsai^ shall 
specify; (ii) to rehd^ ser>nces in connection whh the production of tl^ Commercials and Non 
Broadcast Materials in a first-class, competent and painstaking manna* as directed by 
Company. Artist further Artist's services \rill be sul:yect to Company's direction and control at 
ail times and that Artist will promptly comply with whatevo^ reasonable instructions, 
suggestions and recommendations that Company may give Artist in connectitm with the 
reiu^on of such services. Company shall notify Artist ofthe designated times and dates on 
which Artist's services are required as far in advance as practicable, but in all events at least 
forty-eight (48) hours prior to such times and dates. Artist win notify Conq)any within twenty* 
four (24) hours of Artist's unavailability due only to a prevkmsly ^heduled, reasonable, bona- 
fide professional commitment or illness that would prevent Artist from rendering Artist’s 
services hereunder and in such event, Company shall resdiedule the initial time and date for 
such other time and date as Company designates subject to Artist’s previously scheduled, 
reasonable, bona fide professional commitments. Artist shall use good faith efforts to be 
available on such rescheduled times and dates. Artist hereby acknowledges that the shooting 
dates for Commerciab and/or Non Broadcast Materials commenced on March 13, 2006. 

(d) II; for reasons beyond Company's control any of the Commercials or 
Non Broadcast Matoials prcxluced ho^eunder are damaged or destroyed. Artist shall be 
available for a reasonable amount of re-shoots and/or re-recording sessions at no additional 
cost to Company. 
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(e) It is the essence of the Agreement that in connection with Artist’s 

services to be provided hereundra- Artist agrees that ^oughout the tenn. Artist will appear and 
perform, as a spokesperson for the Product and related Product properties, shall provide an 
endorsement for the Product, and shall deliver specific, detail^ messages and claims with 
respect to the efficacy and safety of the Product and Artist’s prefeetice for the Product, along 
with informatioii with rrapect to the Product’s risks ^d side ^ects, as directed by Company, 
subject to Artist’ s reasonable approval of any statement by j^ist as set forth in Paragraph 8(a) 
below. Failure or inability by Artist to comply with or fiilfill the foregoing obligation shall be 
considered a material breach of this Agreement 

3. OWNERSHIP. USE AM) TERRITORY 

(a) AD materials produced in connection with the Agreement, including 
advertising ideas, phrases or words, visual descriptions, illustrations, photographs, nnisic, 
footage and all Commercials and Noti Broadcast Materials and all vertions, outtakes, revitions 
and drafts thereof .will be and remain the absolute ataf exclusive prop^ty of Company in 
perpetuity (collectivdy, “Advertising Materials”). Artist acknowledges that Artist's 
performance and the resulting proceeds of such performances are “works made for hire” under 
United States Copyright law and analogous laws outside the United States, and that Artist shall 
not have nor shall Artist claim to have any right, title or interest of any kind or nature 
whatsoever in such materials, or in or to any compon»it part, dement, character or 
characterization thereof If however. Artist's performance is not considered a work for hire, or 
if necessary in order to otherwise effectuate the purposes of t)M Agreement, then Artist herdy 
assigns all right, title and interest to all Advertising Materials, including the Commercials and 
Non Broadcast Materials, to Company. Artist shall not have the right to use Company’s nam^ 
trademarks or intellectual or other property of any kind, includmg'the trademarks, logos or 
other identifyirrg marks of the Product, without the prior express written consent of Company. 

(b) Except as otherwise provided herdn. Company shall have the full and 
complete right, during the term hereof to broadcasf use, reproduce, publish, copyright and/or 
exhibit the Commercials and the Non Broadcast Materials, and any and all versions or retiaons 
thereof and all other materials created or produced hereunder, whether produced in the then 
current Term or any earlier Term, in the following media; broadcast media (mchiding, without 
limitation, national network, spof cable, cittema, and syndication televiaon, and nation^, spot, 
syndication and satellite radio), the internet (including, without limitation, web^e design, 
online advertising and electronic mail), wireless applicatioirs (including without limitation, i-pod 
casting and cell phones), video-on-deraand, internal Company communications, annual reports, 
Industrial purposes (including without limitation, marketing conferraices), print, press materials, 
out-of-home (on all formats), collateral (induding, without limitation, all patient education 
materials, interactive voice recordings (IVR), physician promotion materials, Compaty sales 
force communications, sell sheets, brochures) and direct mail, throughout the United States, 
Canada, and Mexico and their respective territories, possessions, military bases and 
commonwealths (induding Puerto Rico) (the foregoing shall collectivdy be defined as 
“Territory”) including the right to use the same at any conventions or sales, distributor or 
institutional meetings sponsored or attended by Company or its dealers or distributors outside 
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the Territoiy. The Territory -with respect to any and all Commerdals or Non Broadcast • 
Materials available for.onHne viewing shall be the UnivejBe. • Company shall be entitled to 
utilize any materials produced or created hereunder only m conjunction and/m' affiliation with 
the Product. Without otherwise limiting Uie foregoing, Company ^all not utilize Artist’s name 
or likeness in such a manner as to convey the impression that Artist is pssonally 
communicating directly with the consumer via electronic mail or othw interactive means. 

(c) The fact that any Non Broadcast Materials or Commerdals remain on 

public display after the term through no fault of Company shall not give rise to any daim by 
Arrist against Companyj pro%^ded ffiat Company shall use reasonable coirimerdal efibrts to 
notify any relevant distribution channels that such material must be removed. Subsequent to 
the expiration of the term. Company shall not be prohibited from mentiorang the feet that Artist 
was previously a spokesperson for the Product; 

4. CONSIDERATION 

(a) In lull consideration for Artist's performance of the provisions of this 
Agreement and for all of the rights granteid by Artist hereunder, the foOowing amount shall be 
payable to Artist: 


(i) During the First Terra: the guaranteed sum of Five Hundred 
and Fifty Thousand Dollare ($550,000). 

(ii) ' During the Second 'Term, if any: the guaranteed sum of Eight 

Himdred Thousand Dollars ($800,000). 

(b) TIk total of the guaranteed Aim owing for Commerdals and the sums 

owing for Non Broadcast Materials and personal appearances in a Term shall collectively be 
refenred to as the ‘Total Payment”. Subject to Artirt’ s ftilftUment of all tenns and conditions of 
this Agreement, and unless otherwise adjusted in accordance with the terms and conditions set 
forth herein, the Total Payment for the First Term shall be payable as follows: 

(i) Two Hundred Seventy Hve Thousand Dollars ($275,000), 
payable within fifteen (1 5) business days following the later of 
(a) full ocecution hereof and (b) satisfactory completion by 
Artist of the first Work Day hereunder, and 

(ii) Two Hundred Seventy Five Thousand Dollars ($275,000), 
payable within ten (1 0) buriness days following the later of (a) 
the date sbi months from the first public broadcast use of any of 
the Advertising Materials produced hereunder and (b) the 
satisfactory completion by Artist of an aggregate of five (5) 
Work Days hereunder, but in any event, no lat^ than October 
30, 2006. 
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The Total Payment for the Second Term (if any) shall be paid according to a schedule 
reasonably deterrhined by Company, but in no event shall sudi schedule be less favorable than 
the sch^ule for the Fii^st Term. 

(c) Notwithstandingthat Artistisnotpre^tly amranberofanyumonor 
^d having jurisdiction over the services performed hereunder {as set forth in Paragraph 8(b) 
below), all payments due under the applicable collective bargaining agreemertt shall be wedited 
at double scale, with travel aedited at scale, against the guaranteed sums set forth in 
paragraphs 4(a) (i) and (ii) above which are allocable to Artist’s broadcast serwces hereunder. 
If at any time the sums payable pursuant to this paragraph 4(c) shall exceed the guaranteed 
aims, then Company shall promptly p^ such excess to Artist in accordance with the terms of 
the applicable collective bargaining agreement 

(d) Notwithstanding that Artist is not presently a member of any union or 
guild having jurisdiction over the services performed hereunder (as set forth in Paragraph 8(b) 
below). Company, shall pay direaly to the Pension and Health Plan of SAG antPor the Health 
and Retirement Fund of AFTRA the appropriate contributions which payments shall be in 
addition to any other payments provided for herein. 

(e) If it is necessary for Artist to travel from the area Artist is in to render 
Artist's services hereunder. Company shall provide Artist with round trip first class air tare for 
two people (inclusive of Artist) (provided that general commercial first class air transportation 
is available from Artist’s location), along with hotel accommodations for two people, local 
ground transportation and properly vouchered and necessary living expenses up to a maximum 
of One Hundred Dollars ($100) per day in the aggregate for one person (re,. Artist on^), or, in 
Company’s discretion. Company may reimbutse Artist for such expenses, provided that such 
expenses are reasonable and approved by Company in advance, in writing. Artist shall not 
incur any expenses without Company’s prior writtat consent. 

(f) In the event Company shall, in Company’s sole discretion, require 
additional Work Days from Artist C‘ Additional Woric Days”), Artist shall perform services for 
up to five (5) such Additional Woik Days (each day up to twelve (12) hoursX at the rate of 
Eight Thousand Dollars ($8,000) per each such Additional Woric Day. In the event Artist’s 
services are required for four (4) hours or less for any sudi session. Artist’s services in 
connection therewith shall be payable pro rata (not less than Four Thousand Dollars per day), 
and such session shall only be counted as one half (1/2) of one Additional Woric Day. 

Additional Woric Days shall be scheduled subject only to Artist’s reasonable availability. In the 
event Company shall, in Company’s sole discretion pursuant to Section 2A(iii), require 
Rerecording Days from Artist, Company shall pay Artist Two Thousand Dollars ($2,000) per 
each such Rerecording Day. 

(g) All payments pursuant to this Agreement shall be made payable to 
Artist at the address set forth above unless otherwise provided for in writing and such 
payments shall include all payments due to Artist, Artist’s agent, manager, broker and any 
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Other third party acting on bdiaJf of Artist, or seeking payment from Artist, and shall otherwise 
fully satisfy all of Company’s obligations ho'eunder. 

5. NAME ANP LIKENESS 

During the term hereof, Comparq^ shall have the right to use and permit the use 
of Artist's nam^ photo^^h, likeness, oidorsement, voice and biographical mat^al and/or 
frames from the , Commercials and/or photographs of the production of the Commerdals and 
Non Broadcast MatenaJs in the Commerdals and Non Broadcast Materials, and for purposes 
of advertiang, sal^, trade, promotion, maric^g. Informational purposes and publk% and for 
all other uses as set forth hdrdn. Compaxy shall have the right to identify to the trale; pubDc 
and press that Ait^ is the voice in the Commercials. 

6. COMPANY'S RIGHT TO TERMINATE 

(a) Events of Force Majeure: Disability: Death : 

If for any reason beyond Company’s control, such as boycotts, 
war, acts of God, labor troubles, strikes, restraints of public authority, 
tororism or terrorist-related activity, or any similar or disriidlar 
occurrence (each, an ‘Event of Force Majeure”), Company is 
prevented from having Artist rendw Artist’s services hereunder or from 
producing or using the Comm^als or the Non Broadcast Mat^als, 
then Company shall have the right to extend the applicable Term fr>r a 
period of time equivalent to the duratitm of such Event of Force 
Majaire, with no further paym^ owng to Artist therefore, it being 
agreed that rm such extendoh of the applicable Term will exceed ninety 
(90) days. 

(ii) In the event that Artist sufT^ any mental or physical disability 
or illness during the Term which prevents Company from utilizing . 
Artist’s services hereunder (subject to the parties’ good faith efforts to 
reschedule any services so afifected), Company ^lall have the right, but 
not the obligation, to tenninate this Agreement, and the Total Payment 
owing to Artist for the Term during which such termination occurs 
shall be adjusted as descn'bed in paragraph 6(d) below. 

(Hi) In the event of Artist’s death during the Term, Company shall 
have the right, but not the obligation, to tenninate this Agreement, and 
the Total Payment owing to Artist for the Term during which such 
termination occurs shall be adjusted as described in paragraph 6(d) 
below. 

(b) If Artist shall: (i) materially breach the terms of this Agj'ecment, or (ii) 
fail, neglect or refuse to perform any of the obligations to be perfonned by Artist hereunder 
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(indudmg, without limitation, failing to appear for service days or to reasonably reschedule 
such. service days), or (iii) have committed or shall commit ai^r act or do anything that‘(A) is or 
shall bp an offense involving moral turpitude or constituting a ftloiqr, or (B) ttdiich brings Artist 
or Company into public disrepute, contenrpt, scandal, or ridicde, or (C) which insults <»• 
offends the coromunity or any substantial organized group th^qf or (D) whrdi nri^t tend to 
embarrass Compare, bring about negative reporting of Compary, or injure the success of 
Company or any of Company's products or services, or Ov) ddiver conflicting, controverdal or 
inappropriate messaging with respect to any advertising campaign for Product, or (v) subject to 
Artist's reasonable approval as set forth in Paragraph 8(a) below, fail to deliver ^propiiate 
messages as directed by Company with respect to any advertiang campaign forPiodiict, or (vi) 
convey attitudes or opinions toward Artist’s own heart health or others’ heart health that is 
inconsstent with any advertising campaign with respect to Product, thoi witlin thirty (30) days 
from the time the Company learns of any such act or ontisaon or of Artist’s intent to commit 
such act or omission, Company shall have the right (but not the obligation), at its sole option, 
in addition to its other legal and other remedies, to terminate this Agreement by writtai notice 
to Artist to that effect and the Total Payment owing to Artist .for the Terra during wMch sudi 
termination takes place shall be adjusted as described in paragraph 6(d) below. Company’s 
decision on aU matters arising under this paragraph shall be condurive but shall be exposed in 
good foith. 

(c) If Artist's appearance or health changes materially during the terra of 
the Agreement, including, but not limited to, an individual or discrete incident involving Artist's 
health, or a change in overall health, weight or hairstyle from ^t which exists as of the date 
hereof, and Company reasonably deems such change an inability to render services which is 
iriCapable of bdng cured within a reasonable period of time, then Company, in its good faith 
discretion, shall have the tight (but not the obligationX in addhioh to its other legal and other 
remedies, either to extend the term of this Agreement for a period of time equivalent to Artist’s 
iirability to render services, with no further payment owing to Artist therefore (it being agreed 
that no such extension ofthe applicable Tenn will exceed one hundred and eighty (180) days), 
or to terminate the Agreement forthwith, in which case the Total Payment owing to Artist for 
the Term during which such termination occurs shall be adjusted as described in paragraph 6(d) 
bdow, 

(d) If Company should terminate this Agreement pursuant to paragraph 
6(aX 6(b), 6(c) or 6(Q(ii). the Total Payment due hereundej- to Artist in respect of the then 
current 'Term shall be allocated 50% thereof to the number of Woik Days completed by the 
date of termination (with the maximum nine (9) Work Days in the Term to be the 
denominator) and 50% thereof to usage (with such 50% usage allocation to be multiplied by a 
fraction, the numerator of which is the number of days which have been completed in the Tenn 
and the denominator of which is the total number of days in the Term). Artist shall promptly 
remit payments in excess of the amount due hereunder, if any, to Company. 

(e) Artist hereby acknowledges that this Agreement is contingent upon 
Company undertaking and receiving a satisfactory crinnnal background check of Artist. Artist 
hereby agrees to provide Company with my and all requested information in ord^ for 
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Company or an ageint acting on Company '’s behalf to undone aich backgrouiui chedc. In the 
event Artist does not pass such badcground check in Company’s Sole discretion. Company 
shall have the right, but not the obligation, to tenrdnate this Aj^eancnt and Artist and Supplier 
shall return to Company any and all monies paid to Arti^ hy Covppmy in connectiOTi herefwith. 
Upon any termination piir^ant to tMs paragraph, Company shall cease usmg any and all 
materials created from the product of Artist’s s^vices hereunder. ■ 

(0 Artist hwd>y specifically acknowledges th^ this Agreement is 
contingent upon the United Slates Food and Drug Administratioi^ cm an ongoing basis 
throu^out the Term of this Agrrement, fiimishing timdy, foil and unqualffied ^proval 
respect to the Advertising Materials, advertising campaigns and other materials featuring Artist 
and Product as contemplated hereunder, hi the ev^ Compare does not r»:dve ^ch timely, 
foil and unqualified approy^ Company shall have the terminate this Agreement at any 
time, in accordaiice wtii the following; (i) in the event such termination occurs prior to the ‘ 
satisfactory completion by Artist of one Work Day hereunder, no payments or monies 
whatsoever shall be due Artist and Artist shall promptly return to Company ai^ and aS 
payments fomished by Conpany hereunder, arid (ii) in the event such termination occurs 
subsequent to the satisfactory completion by Artist of at least one Work Day hereunder, the 
Total Payment owing to Artist shall be adjusted in accordance with paragraph 6(d) above. 

(e) Nothing contained in this paragraph 6 shall af^ or limit any other 
right or lemwly, at law or in equity, which may otherwise be available to Company. 

7. REPRESENTATIONS AND WARRAJmES 


Aitirt her^y represents and warrants that: 

(a) Competitive Protection . Artist has not heretofore rendered any 
s^ces, directly or indirectly, in or in coimection with commercials or advertisements on 
behoof any product competitive to or incompatible witii the Product or Company's products 
or services the utilization of which commercials or advertisements may occur during the tom. 
^Competitive Product^Services”). Artist wtil not, at any time during the period which 
Company is entitled to use the Advertising Materials produced pursuam to this Agreem^: (i) 
render any services of any kind, directly or indirectly, for any of the following: any and all 
pharmaceutical products whatsoever, or any other product or service of any kind maldrig any 
therapeutic claim, including, without limitation, any food, drug or supplement making 
cardiovascular claims or cl^s related to cardiovascular health (the foregoing shall collective^ 
be defined as “Excluded Products/Services”), or ^i*) authorize the use of Artist's name, 
photograph, likeness, ^dorsem^t, voice or biographical material in ai^ maimer in or in 
connection with the sale, advertiang, publicity, marketing or promotion of any kind in 
connection with an Excluded Product/Service. Without othervrise timiting any of Company's 
rights herein, Excluded Products/Serviccs shall not include the medical or scientific purposes 
associated with inventions, writings, scientific research and medical-related devices attributed 
soldly to Artist. 
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(b) Cbmpllance With Law. Artist wiB comply wHh all applicable laws, 
regulations, orders and ordinances in rendering the sovices provided for and all* sudi 
services rendered by Artist shall be promptly rendered and sh^ be of first quality. 

(c) Right to Enter Agreement Aili^ has lull power and authority to 
enter into this Agreement and to perform all of the obligationsliereunder without vidadng the 
legal or equitable rights of any third party. 

(d) Confidential Information . Artist shall not disclose to any party or 
utilize any confidential or proprietary infonnation obtained hereunder regard!^ Company or its 
products or services, including, without limitation, the subject matter, terms or existence of tMs 
Agreement. Artist shall not make any announcanent, public or otherwise, with respect to this 
Agreement. Artie’s service to be rendemd hereunder, or any matter whatst^er with respect 
to Company, vwthout the express prior written consent of Company, without llmitetiQn to 
Artist’s right to review all pr^s releases pursuant to Paragraph 8(a) below. 

(e) Comparative Advertising. Arti^ reirognizes that Artist is rendedr^ 
valuable services to Company, in the creation of goodwill fisr Company and its products. 
Accordingly, Artist agrees that, during the Term of the Agre«nent, Artist will not raulCT 
Artist's services or permit the use of Artist’s nam^ recorded voice, likeness, photc^raph or 
biography in advertising or publicity for anyone else in the Territory whae such adverfi^g or 
pubHdty damages said goodwill by demeaning or denigrating, directly or indirectly. Compare 
or any of its products. 


(!) Testimonial Affidavits. imd to the extent that Compai^ shall 
require te^imonial affidavits or other dooimentation for t!» purpose of complying with legal or 
broadcaster or publisher requirements concerning the use of testimonials and endorsements in 
advising, Artist shall fiimish appropriate affidavits or appropriate documentation attesting to 
Artist's preference for the Product or as may otherwise be required. 

(0 Insurance . Company shall have the ri^t to protect its interest 
heromder by taking out an insurance policy, at Company’s cost, on tbe life of Artist. Artist 
agrees that if necessary. Artist shall attend any reasonable physical deaminations that may be 
necessary to obtdn said policy. If Artist so desires and ifpennttted by the insurance carrio'. 
Artist sh^ have the right to have a doctor of Artist's choice present at any such examination at 
Artist's own expense. 

8- GENERAL PROVISIONS 

(a) Publication of Advertisingf Material Company shall be underno 
obUgation to cause the Commercials or Non Broadcast Materials produced hereunder to be 
used or broadcast, it bdng understood that the sole obligation of Company is to make such 
payments as are required under this Agreement. Other than as specifically set forth hereir^ 

Artist waives any right to inspect or approve the Commerdals and Non Broadcast Materials 
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and Company shall have no liability for any visudization wHdi may occur to the Commerdals 
or Non Broadcast Materials, including, but not limited to bhJtrihg,' distortion, altmtion or 
optical illusion. Company agrees that Company shall consult witii Artist with respect to 

s services to be provided herainder provided that in ail events, -Company shall have final 
approval in its sole discretion with respect to all C^mmddal^ Ncm Broadcast M^erials and 
other materials produced, created or distributed hereunde; all dements incoiporated therein 
and related thermo (including without limitation, scripts); and ^ uses to whidh the forgoing 
may be apphed. (Company shall not be required to obtain Artist’s approval in connection with 
any of the foregoing. Notwithstanding the forgoing. Artist diall toe the right, in Artist’s 
discretion, to refuse to have a statement attnlruted to Artist if .Mst believes in good faith that 
such statement is untrue. In-the evait Company, in hs sole discretion, requests approval J^m 
Artist with respectrto any materials or any particular etemoit. Artist shall provide comments, if 
any, in writing, within twenty four (24) hours of Artist’s receipt of aach materials or element. 

In connection with the preceding sent^ce. Artist shall have the right to review all preS 
releases prior to the general commmaal distribution of such releases. 

(b) Union Membership . Company acknowledges that Artist is not 
presently a member of the Screen Actors Guild, AFTRA or any other union or guild having 
jurisdiction over Conqrany and the services performed by Artist her^nder, and Company shaB 
be re^nsible for any penalties imposed by any such unions or guilds with respect to the 
soviet performed by Artist herwnder. This Agreement is aibject to all of the tenns and 
conditions of the collective bargaining agreements with SAG, and AFTRA and any othw union 
a^eeroents or codes havmg jurisdiction over Artist’s services hereunder. To the extent that 
any applicable collective bargairung agreonent shall Yequire ai^ additional compensation to 
Artist with respect to Artist's services, whether for trav^ rehearsal time, wardrobe fittings, 
make-up or any or all other typ^ of compensation now or in the future contained in said 
agreements, such compensation shall be deemed paid by the guaranteed sums provided in 
paragraphs 4{a)(i) and (ii) above with respect to the respetoe Term. 

(c) Indemnity. 

<j) Company shall defend, indemnify and hold harmless Artist from 
and against any and all third party claims, damages, costs, judgment^ penalties and expenses 
(including, without Umitatlons, reasonable legal fees and disbursements) arising out of or in 
coimection with (i) the production, broadcast, cablecast or otho' use by Company of the 
materials produced by Company pursuant to this Agreement including, without limitation, as a 
result of any representations made by Company in any Commercials or Non Broadcast 
Materials produced by Company hereunder) and/or (n) Company's products and services 
(including, withcHit limitation, any product liability actions rdated to Company's products or 
services brought against Artist or Company), except to the extent any damage costs, 
judgments, penalties and expenses are due to any tortious conduct or intraitional misconduct of 
Artist. 


(ii) Artist shall defend, indemnify and hold harmless Company from 
and against any and all damages, costs, judgments, penalties and expenses of any kind 
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(mcluding reasonable legal fees and disbursements) whicb imy be detained against impo^ 
upon or suffered by Company as a result of the breath hy Artist of this Agreement or tity of 
the warranties and representations made herdn or as a result of represoitation, infonnatioD 
or material supplied by either Artist to Company in connecdon herewith. 

(d) Nature of Services. It is expressly understood and agreed that tl» 
services to be performed by Artist and the rights and privileges granted to Company hweunder 
are special, uiuque, extraordinary and imposable of replacement, which gives them a peculiar 
value, foe loss of which could not be reasonably or adequately compensated in damages in an 
action of law, and that Artist’s failure or reiusal to perform Artist's oblig^ons hereunda* would 
cause Company to suffer irreparable loss and damage. Accordingly, Artist agrees that should 
Artist fail or refuse to. perform aich obligations, Company shall be entitled to sedc ex-parte 
injunctive or other equitable relief against Artist to prevent the continuance of such faftire or 
r^sal or to prevent Artist from performing services for, or granting rights to others, in 
violation of this Agreement. Neither the ri^ to resort to iigunctive or other equitable relief 
nor the exerdse of such right, shall constitute a waiver of any other or addition^ rights at law 
or pur^ant to the t«Tiis of this Agreement which Compare may have against Artist as a result 
of such failure or refusal. 


(*) No Waiver . Any failure by Con^>any or Supplier to excrcise.any ri^ 
granted hwein upon the occurrence of any contingency set forth in this Agreement will not in 
any event constitute a waiver of any such right upon foe occuir^ce of any sudi contingency. 

® Interviews. Supplier agrees that neither it nor Artist will authorize or 
release advatising or publicity materials, nor will Ardst give interviews wWch make referrace 
to the details of Artist's engagement hereunder, without Conqwnys prior written approval, 
although Artist may, during interviews, respond, discuss and comment in a favorable and 
positive manner that Artist is associated wifo Company and aidorses its products and service. 

(g) Notices . Any notice to be given by Company to Artist hereundo- will 
be deemed SufocienUy given if in writing and delivered personally or sent by certified mail or 
facsdmile transmission to Artist or Artist’s agent at the address set forth above vrith a copy to 
Richard Hofstetter, Frankfort Kumit Klein & Selz P.C., 488 Madison Ave., New Yoric, OT 

1 0022; and if foe notice is to be grvCT to Company, then by Artist forwarding same in the 
maniwr herdn set forth to foe attention of Donna Fernandes and, if such notice is pursuant to 
paragraph 2(c) ho'eof Artist shall telephone Donna Fernandes at Pfizer and follow up said call 
by a confirming facsimile transmission. Any notice so defivcred, mailed or transmitted will be 
deemed to be given on foe date rt is delivered personally, mailed or transmitted. 

(h) Captions . The captions in tins Agreement are inserted solely for 
purposes of facilitating easy reference and shall not be construed in any way as a part of foe 
text, or as altering the substantive provisions of this Agreement. 
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(i) . Applicable Law . This Agreement is madfe in the State ofNew York 
and shall be construed and interpreted in accordance with the ifttetnal laws of the State of New 
York, applicable to contracts made and petformed entirdy theraa Artist agrees and consents 
that juris^ction and venue of all matters relating to this Agreement shall be vested exclusively 
in the Federal, state and local courts within the Southern Distiict of the State of New York. 

(j) ■ SeverabilHv . If any provision of this Agreement is detamined to be 
invalid by a court of compet^t jurisdiction, such determination sh^ in no way affect the 
validity or enforceability of my otho' provision herein, 

(k) Tinie Of the Essence . Time is ofthe essence with regard to Artist's 
performance of the services described her^ as is Artists appearmce at all scheduled 
production dates and other dates scheduled with Company,' subject to Artist’s prior bona fide 
professaonal commitments and obligations as provided herein; 

(l) Binding Nature This Agreement shall be binding upon Artist and 
their respective successors, heirs, piardians, representatives and executors. For purposes of 
this Agreement, Company shall include its parent, agents, assigns, affiliates, subsidiaries and 
distributors (“Company Rqiresentatives"), and all rights granted to Company shall also be 
deemed to be granted to Company Representatives. 

9. COMPl^ETE AGREEMENT 


This docuntent is a complete and exclusive statement ofthe terms of this 
Agreemeirt and triay not be changed orally but only by a writing signed by both parties hereto. 
Artist’s signature at the end hereof together with Company’s, wall constitute this a binding 
agreement between Artist and Company. 


ACCEPTED AND AGREED: 


Robert tovik, M.D. 


Title: ^ 

Date; 


Voy truly yours, 
Pfizer, Inc. 

By: 
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TALENT 

STICKS + STONES 


LiPITOR 
Job# 27021 



Role: Himself 
Name: Dr. Robert Jaivik 


Role: Skulling Double 
Name: Dennis Williams 
Phone; 206.784.2356 
Cell; 206.669.5833 
Fax: 

Agent: N/A 
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ihe kapian thaler sroup, ltd. 


Producer’s notes: Com'i # J 


§ o^/oC, 

§ o3//2»/og» 
“ c<b/N/0(^ 
>* o^/is/oc. 


Overtime 

Meals 

From To 

Travel 

To 



— 


sr.15' 

/SlOafi 

arafi 

CA 


la^or 

laop 




10 Of 

dacA 






Did performer work withir> past two weeks for the same prcKfoci? Yes Q NoC 

if yes. Date 

(the above notes are not terms ol the (dtownng contract) 


Comments 

» 33 ^ ^fAx 


STANDARD EMPLOYMENT CONTRACT FOR TELEViStON ft RADIO COMMERCIALS 


KSAQ ^ 

o^/Ta/o^ 


Between TheJ^apf^n Thaler Group, Ltd. . 825 Eighth Avenue. N.Y., N.Y. 10019-7498. Producer acting as agent for 

UrX2Sj(Z .nH PBWA i XS Wxi-I-IA MS 

CLIENT PERFORMER 

Producer engages Performer and Performer agrees to perform setwces for Producer in f commerdal(s) as follows: 

i NUMBER I 1 

A. Producl(s) to be adv&rlisecl.fe»rl Jr I Check if Af^licable: 

B. Date & hour of engagement □ Cable Commerdal(s) I 

gj □ Season^ Commercial(s) 

□ Test Market Commerdal{s) 

^ ~ — ~~ D "Non Air" Commercia!(s) 

C- Part to be played I 

□ Performer does not consent to the use of his services in commercials made hereuf>der as dealer commercials payable at dealer commerdat 
rates. □ Performer does not consent to the use of his services in commerdals made hereunder on a simuicasl. □ Performer does not 
consent to the use of his ser\nces in commercials made hereunder on the internet. 

D- Classification: ^^bn-Camera O Otf-Canrera O Radio . rT _j 

□ Actor O Singer— 'Soto or Duo □ Singer— 9 or more O Stunt Performer — - 

□ Announcer (com’l.) □ Singer — 3 — 5 O Contractor □ Puppeteer (other category) 

D Announcer (billboards) □ Singer— 6— 8 □ Specialty Act Q Pilot 

E. Compensation: SESSION FEE On-Camera $ SESSION FEE Off-Camera 

Special Provisions: 


- u ^ ^ Employer of Record for Income Tax & 

F. CtSSk: wardrobe furnished by Producer^ Performer D Unemployment insurance Purposes iatTalant 

If Performer, # of costume changes non-evening wear @ S O Partners (for The Kaplan Thaler Group, Ltd.) 

evening wear # □ 

Haifdress furnished by Producer □ Performer □ Flight Insurance ($ ) check if payable □ Total S 

Fitting^ hrs. Wardrobe Tests □ hrs. Makeup Tests □ Total $ 

G. Performer instructs and authorizes producer to make checks payable to: 

or * ^ 'AOOBESS 

□ Self c /0 at 

NAME ADORtSS 

Performer understands that payment will be made as above unless written instructions requesting a change are sent to: Talent Payment 
Dept.. The Kaplan Thaler Group, Ltd.. 825 Eighth Avenue. NY. NY 10019-7498. 

H. This contract is subject to all of the terms and conditions of the applicable SAG /AFTRA Commercials Contract. The standard provisions 
printed on the reverse side hereof are a part of this contract. If this contract provides for compensation at minimum scale, no additions, 
changes or alterations may be made in the form other than those which are more favorable to the Performer than herein provided. 

I. if this contract provides for compensation above minimum scale, additions may be agreed to between Producer and Perfomrer which do 
not conflict with the provisions of Commercials Contract; provided that such adcfitional provisions are separately set forth under the "Special 
Provisions" rider attached hereto and made a part hereof and signed by the Performer. 

J. Special Provisions: Check if rider is attached. Q Important Provisions on Back — Please read carefully 

Stunt Adjustment D 

K. Independent ^ntractor O a 

r ^ re, w 

■ f ~ PERFORMeR 

■I hereb* cemfy »at I am twenty-one years of age or w/er. (If not twenty-one years of age or over, this document must be signed by a parent 
•of.guaraian’.)- - - : 






!, fhe undersigned, represent that I am the . 


KTG 000056 
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Don B. Olsen. D.V.M. 

President 

801 - 323-1122 

doberiSuabl.oj^ 


August 10. 2006 


Mr. Jeffrey B. Kirtdier 

Chairman and Chief Ex^utive Officer 

Pfeer Ina 

236 East 42“* street 
New York, New York 10017 

As longtime investigators in mechanical methods of treating the failing heart, we write to ask you to 
correct an inaccuracy in the current extensive advertising for Lipitor. We respect Dr. Jarvik’s contnbutions 
in circulatory assist devices, but Dr. Jarvik was not the inventor of the artificial heart. For the artificial heart 
implanted in Utoh. that distinction belongs to Willem J. Kolff, MD. PhD and Tetsuzo Akutsu, MD, PhD. 

Dr. Kolff s vrark on an artificial heart was begun at the Cleveland Clinic in -1957 and, in 1967, continued 
at the University of Utah. The artificial heart design went through numerous iterations. As a motivating 
Incentive to his young research coilaborators, Dr. Kolff offered to name each iteration for successive 
design team leaders, each of whom may have added only minor changes. These team leaders included 
Dr. Akutsu. Dr. Yukihiko Nose. Dr. Clifford K'A^n-Getl, and Dr. Jarvik. Dr. Kwan-Getts artificial heart was 
later modified by Dr. Jarvik and other members of toe Utah team, including Dr. Don Olsen. Hence, the 
Jarvik Heart. 


At toe 1983 annual meeting of toe American Society of Artificial Organs (ASAIO), Dr. Kolff reported that 
over 260 team members made contributions to the design and development of the total artificial heart 
before toe implant was received fay Dr. Barney Clark. Dr. Kolff is now 95. We would be glad to provide a 
bibliography documenting this history and to respond to any questions. These can be addressed to Dr. 
Donald B, Olsen, head of toe Utah Total Artificial Heart program <doisen@uahi.org) or to John Watson, 
PhD, Professor of Bioengineering at the University of California at San Diego and former NIH Artificial 
Heart Program Director (jtwatson@ucsd.edu). 


We resp^ully request that the current Lipitor ads In all media be corrected to accurately describe Or. 
Jarvik’s contribution as "one of the designers (or ‘a designer’) of the artificial heart", not “the inventor of 
the artificial heart”. We trust Pfizer's high ethical standards vwll permit no less. 


fOlsen. DVM, Dr Sci 
Pres, ASAIO 1991-1992 






Killrko Nos6, MD, PhD 
3S, ASAIO 1992-1993 


Adrian Kantrowitz, MD 
Pres, ASAIO 1968-1969 


803 North 300 West, Salt Lake Oty, Utah 84103 
Kl, 801-323-1100 Fax; 801-323-1110 
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FRC3M : 


FftX ND. : 0813231 110 


Feb. 20 2008 03:27PM P2 


MoaRFlae 

3atEMt4«wl£t«^ 


Pfia»r i^obal Pluuntiaceiiticals 


lkbuu»P«ita»n 

ColpmMBCaiiuei 

Pfimbc 

NwYMt OT 10017 


(. 


All|W2g,20(» 

Dr. Dos B. Otew 
SCHKmaiSOOWtM 
SaitUdfS City. UT 84103 

Dr. Olsen; 


We recently recdved yoiir iMttr tegen&g die accimcy of Mir oumot L^tittirctn^gD Oraliiriiig 
Dr. Riib<MJaivikM**invcntor«rtlb<iaitijScltlheiiiC. llu^yonfbrbiingiBgywconcenBtaatit 
tomiiaa. Iti«ileveraWinlwlioatoniiS)<qdcMitt&i4sW'iiifi>bindimianir«idiiiBiiiiicU^^ Mor 
is It «lir destie to dlminisli or nftiM dw ude of tbe many oomiriliiitus tii4ui ]une infboii^ attitW 
bean deaiss over itwycatB. Dane date bade to PatdWiiielieiri patent In 1963. 

It ia our bdie( however, that U{4tor'a dejHotioa of Dr. TaivUc as invemnr of dn artificial heart is 
coiwialaat with hia <c|)RtciitBiioo Ihronguot the aoknlifle coasnuml^ as htyagstor of the Dm 
auceoafiil aniilajal'hsart fir htmna. In 1982 die “farvik-T” was anotelaSiIly hnplanted into 
BarhayCMI. who anrvived Sir 111 days. Frevioiu ttttemiiiatoliqtlantaitifhiild haartapte^^ 
the deveiopineBt of OMi"Jatvifc-T’waw leas aneceatflil, with patientp paly anrviviogferseveml 
houtiora&wrlayB. Since 1982, Jarvikheaiti have bem hnplanted in many patients with 
■Igoificantly hmen adrvivat racea. WIdle Dr. Taivik'a aucceaa undoubtedly drew insplntion fium 


AJfhoufh we le^ectfitily diaagm with your ehallente, we reoofDiae dw sensitivities those who 
contributed to die devdopRunt of a sueeaulU Bitifi^ heart and Win, dwMigre, leviaatmr 
deacihaiaD of Dr. farvik in dw ctatningwetlCB. 
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SHOULD DOCTORS BE TV PITCHMEN?; 

CONGRESS PROBES ENDORSEMENT DEAL 

DIANE SAWYER, ROBIN ROBERTS 

DIANE SAWYER (NEW YORK, NY USA) 

CONTENT: DOCTOR ROBERT JARVQC, LIPITOR, PFIZER, CONGRESS, 
REPRESENTATIVE JOHN DINGELL, KATIE WATSON 

DIANE SAWYER (ABC NEWS) 

(Off-camera) WeU, as we said, a powerful congressional committee is now investigating 
a television ad for the world's most popular drug, asking questions of Pfizer, the creator 
of the drag, and also the man who's featured in the ad. Dr. Robert Jarvik. 

CLIP FROM DOCTOR ROBERT JARVIK'S LIPITOR AD 

DIANE SAWYER (ABC NEWS) 

(Voiceover) Dr. Jarvik is going to join us in a moment to answer these questions. But 
first, let's take a look at the questions from Congress. 

CLIP FROM DOCTOR ROBERT JARVIK'S LIPITOR AD 

DOCTOR ROBERT JARVIK (INVENTOR OF AN ARTIFICIAL HEART) 

After my father had a heart attack, I devoted my life to studying the heart. 

DIANE SAWYER (ABC NEWS) 



263 


(Voiceover) It is the biggest-selling drug in the world, and now the ads are under fire. In 
them, Dr. Robert Jarvik, inventor of the artificial heart, endorses the cholesterol-lowing 
drug Lipitor. 

DOCTOR ROBERT JARVK (INVENTOR OF AN ARTIFICIAL HEART) 

Lipitor is one of the most researched medicines. I'm glad I take Lipitor as a doctor and a 
dad. 

GRAPHICS: SHOULD DOCTORS BE TV PITCHMEN? 

GRAPHICS: CONGRESS PROBES ENDORSEMENT DEAL 
DIANE SAWYER (ABC NEWS) 

(Voiceover) But the powerful chairman of a congressional committee has launched an 
investigation. 

REPRESENTATIVE JOHN DINGELL (DEMOCRAT 

Is he entitled to give the appearances that he can prescribe prescription pharmaceuticals? 

I think the law of every single state and federal government would say, 'No, he's not, 
because he's not admitted to the practice of medicine in any state that we can find." 

DIANE SAWYER (ABC NEWS) 

(Voiceover) Dingell says Dr. Jarvik did go to medical school, but he's an inventor and not 
licensed to practice patient medicine nor to prescribe medicine to anyone. Congress has 
also asked for records proving Jarvik takes the medication as he states in the ads. 

REPRESENTATIVE JOHN DINGELL (DEMOCRAT 

We are looking to see whether, in fact, there is wrongdoing. But second of all, we're also 
looking to see whether or not the law needs to be changed to give us a better level of 
protection for the consumers. 

CLIP FROM TV ADS 

DIANE SAWYER (ABC NEWS) 

(Voiceover) Drug companies spend $4.8 billion on ads, but only the US and New 
Zealand allowed direct advertising of prescription drags to consumers. 

GRAPHICS: $4.8 BILLION ON ADVERTISING 

CLIP FROM SENATOR BOB DOLE'S VIAGRA AD 
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CLIP FROM SALLY FIELD'S BONIVA AD 
DIANE SAWYER (ABC NEWS) 

(Voiceover) Jarvik certainly isn't the first celebrity to appear in these ads. Senator Bob 
Dole, actress Sally Field have appeared in ads too. But critics ask, is a man who says he's 
a doctor crossing a different ethical line? 

KATIE WATSON (MEDICAL HUMANITIES AND BIOETHICS PROGRAM 

To have a celebrity physician associated with cardiac health telling me that I need Lipitor 
when it costs significantly more than a generic alternative that might be appropriate for 
me? That's a physician motivated by a paycheck, not by patient health. 

DIANE SAWYER (ABC NEWS) 

(Off-camera) A tough challenge there. Pfizer, the company behind Lipitor, is standing 
behind the ads. 

GRAPHICS: STATEMENT FROM PFIZER 
DIANE SAWYER (ABC NEWS) 

(Voiceover) In the statement to ABC News, they say, 'Dr. Jarvik is a respected 
professional and heart expert." And that, quote, 'The advertising advises consumers to 
speak to their physicians about their heart health." 

GRAPHICS: GMA EXCLUSIVE 

DIANE SAWYER (ABC NEWS) 

(Off-camera) So, what does - Dr. Jarvik say in response? He's with us this morning. 
Thank you for being us this morning. 

DOCTOR ROBERT JARVK (INVENTOR OF AN ARTIFICIAL HEART) 

Good morning. It's good to be here. 

DIANE SAWYER (ABC NEWS) 

(Off-camera) As we said, these are tough questions coming out of the congressional 
committee. Let me just address the first one. There seems to be an implication fi-om 
Congressman DingeU that you are leaving the impression that you are a physician who 
can prescribe - medicine, who can see patients when, in fact, you cannot. Can you 
prescribe medication to patients? 
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DOCTOR ROBERT JARVK (INVENTOR OF AN ARTIFICIAL HEART) 

No. I am a medical scientist, not a practicing physician. You know what? It is, it, it is 
interesting, because it's hard for me to think of myself as public health enemy number 
one, you know? I don't see it that way. I think I'm there as the advocate of the public 
because preventive medicine is public health issue number one. 

DIANE SAWYER (ABC NEWS) 

(Off-camera) But let me ask you about a... 

DOCTOR ROBERT JARVIK (INVENTOR OF AN ARTIFICIAL HEART) 

People need to avoid disease. 

DIANE SAWYER (ABC NEWS) 

(Off-camera) Let me ask you about a couple of questions raised in conjunction with that. 
They say that the distinction between a physician, who is licensed to prescribe 
medication, and a doctor, who graduated from medical school, is a distinction most 
people in the country don't make. And that you do leave the impression in the ad that you 
are a doctor, in the sense that lay people think of a doctor. 

DIANE SAWYER (ABC NEWS) 

(Voiceover) For instance, you say, Tm glad I take Lipitor as a doctor and a dad," at one 
point. 

GRAPHICS: STATEMENT FROM DR. ROBERT JARVIK 
DIANE SAWYER (ABC NEWS) 

(Voiceover) And then, you say, 'Just because I'm a doctor doesn't mean I don't worry 
about my cholesterol." And you appear in a lab coat in another moment in that ad. Is that 
giving the wrong impression, the false impression? 

DOCTOR ROBERT JARVIK (INVENTOR OF AN ARTIFICIAL HEART) 

No, not at all. I think it's very upfront. I am a doctor. I have long experience with heart 
disease. I know how devastating it is. It’s the number one health problem in the country. 
It's killing more people than anything. And the suffering from heart disease is enormous. 


DIANE SAWYER (ABC NEWS) 



266 


(Off-camera) But the other thing we heard that ethicists say is that if you were acting as a 
physician doctor, that you would be talking about different things. You’d be talking about 
generic medicines, for instance, that could save people a lot of money and not endorsing 
a very comparatively expensive drug, and that you would be spending most of the ad 
talking about prevention and health. 

DOCTOR ROBERT JARVK (INVENTOR OF AN ARTIFICIAL HEART) 

You know, Lipitor is, is the most widely prescribed drug in the country. And for every 
prescription that's written, there's a doctor writing it. That's a huge vote of confidence in 
the importance for American health. And that, and there are, and there are other drugs in 
this class. It's not an issue about me. It's an issue about how do you get the public to 
understand that if they have a stroke, and if they could think, could I have gone back and 
taken a medication that could have avoided that, many people could. 

DIANE SAWYER (ABC NEWS) 

(Off-camera) So, you don't see anything here? You don't understand why these questions 
are being raised? 

DOCTOR ROBERT JARVIK (INVENTOR OF AN ARTIFICIAL HEART) 

No, I don't. I mean I think it’s, it's really clearly an issue that our ad campaign with Pfizer 
is an educational campaign to teach the - nation that prevent... 

DIANE SAWYER (ABC NEWS) 

(Off-camera) But it's an ad, educational? It’s an ad. 

DOCTOR ROBERT JARVIK (INVENTOR OF AN ARTIFICIAL HEART) 

It's, yes, educational. It's important that people talk to their doctors. 

DIANE SAWYER (ABC NEWS) 

(Off-camera) What about generics? Why didn't you mention generics? 

DOCTOR ROBERT JARVIK (INVENTOR OF AN ARTIFICIAL HEART) 

I don't know. We have talked about generics in the ads. And I think that... 

DIANE SAWYER (ABC NEWS) 

(Off-camera) You have? 


DOCTOR ROBERT JARVIK (INVENTOR OF AN ARTIFICIAL HEART) 
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Or maybe there's an ad that hasn't come out yet that you haven't seen. So we do - address 
those issues. 

DIANE SAWYER (ABC NEWS) 

(Off-camera) I wanna address a couple things that Congressman Dingell also raises. He 
says he wants to know, did you take Lipitor before you did the ad, because you talk about 
taking it? 

DOCTOR ROBERT JARVIK (INVENTOR OF AN ARTIFICIAL HEART) 

No. You know, that's very interesting because my father died of heart disease. I had high 
cholesterol. I exercise. I tried very hard to control my diet for a year. Numbers didn't 
change. I didn't, nothing move me to do it. I was fully aware of, of Lipitor for years. After 
I started doing the ads, about a month after, I said, you know, 'What about me?" And I 
saw my doctor, and he prescribed it for me. 

DIANE SAWYER (ABC NEWS) 

(Off-camera) He's also asking for all the records of how much you're paid. 

DOCTOR ROBERT JARVIK (INVENTOR OF AN ARTIFICIAL HEART) 

Uh-huh. 

DIANE SAWYER (ABC NEWS) 

(Off-camera) And is your son paid as well? How much are you paid? 

DOCTOR ROBERT JARVIK (INVENTOR OF AN ARTIFICIAL HEART) 

I'm paid an amount that I think for, for a celebrity ad would be considered a lot by most 
people. But if you're... 

DIANE SAWYER (ABC NEWS) 

(Off-camera) You're gonna tell Congress how much? 

DOCTOR ROBERT JARVIK (INVENTOR OF AN ARTIFICIAL HEART) 

If, oh, sure. If you're talking about die amount of money that, say, professional athletes 
make for, for dealing with these things, I don't think it's, it's comparable to that. I think 
it's a, it's a lower scale than that. But people would think that it's a lot of money. 


DIANE SAWYER (ABC NEWS) 
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(Off-camera) Let me ask you the philosophical question because, as we said, only the 
United States and New Zealand allow this direct marketing of prescription drags to 
consumers. And a lot of people say this is distorting the medical system because doctors 
should make this decision, physicians should make this decision. 

DOCTOR ROBERT JARVIK (INVENTOR OF AN ARTIFICIAL HEART) 

They do. 

DIANE SAWYER (ABC NEWS) 

(Off-camera) But does it bother you at all that there is all this ad money that might be 
applied, say, to research by the, by the drug companies? But does it bother you? 

DOCTOR ROBERT JARVIK (INVENTOR OF AN ARTIFICIAL HEART) 

Well, you know, I, if people wanna understand research, which in the pharmaceutical 
industry is extremely expensive. The advertising does a couple of things. It educates the 
public. It increases sales of those things that physicians believe are effective and that are 
appropriate for those patients and has the effect of increasing the amount of preventive 
medicine that's practiced in the country, which is a very good thing. 

DIANE SAWYER (ABC NEWS) 

(Off-camera) So, you think the ads increase preventive medicine in the country? 

DOCTOR ROBERT JARVIK (INVENTOR OF AN ARTIFICIAL HEART) 

Absolutely. I think they do. I think that, that Lipitor is a preventive medicine. Most of the 
people taking it do not have symptoms of heart failure at that point. And they think, 'Oh, 
I'm okay." You know, you, you take two households. One household here with, say, a 
family of five or six people and another one next door. The members of one household 
say, you know, 'Heart disease is gonna get my neighbors and not me. We're gonna be 
okay." They feel they're gonna escape it. And they don't take action on their lives or talk 
to their doctors. They don't stop smoking. They don't control obesity. They don't do a lot 
of very important things for their health. And that's what it's all about, people 
understanding to take care of themselves. 

DIANE SAWYER (ABC NEWS) 

(Off-camera) All right. Dr. Jarvik, again, thanks so much for being with us. We'll be 
following this as Congress continues to probe. And thank you again for coming and 
answering the questions this morning. 


DOCTOR ROBERT JARVIK (INVENTOR OF AN ARTIFICIAL HEART) 
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You're welcome. 

DIANE SAWYER (ABC NEWS) 

(Off-camera) And congratulations on the Jarvik heart being in the Smithsonian, as I said. 
DOCTOR ROBERT JARVIK (INVENTOR OF AN ARTIFICIAL HEART) 

Thank you. 

DIANE SAWYER (ABC NEWS) 

(Off-camera) To weigh in, let us know what you think is fair, right, where do you stand? 
Go to ABCNEWS.com and tell us. We’ll be back. 

COMMERCIAL BREAK 
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Overview 

Overall reaction to the three Lipitor ads is quite favorable. 

• As they watch the ads, about 60% of the Non-Treators indicate that they are more 
interested in asking their doctor about Lipitor. Few find anything objectionable or 
hard to believe to make them less interested. 

• Many people agree that they like the ads and are interested in watching the entire 
executions. 

• Whether they know a lot or a little about high cholesterol, they learn something new 
about the condition (can cause strokes in addition to heart attacks) and how Lipitor 
can help them (reducing bad cholesterol 39-60%). 

• The spokesperson, Dr. Robert Jarvik, is well received as a medical expert. His 
personality comes across differently in the various ads, seeming most relatable in 
“Rowing” and most comfortable and engaging in "Human Body.” 

• The doctor is described as authoritative, credible, intellectual, earnest, relaxed, 
regular, real, and convincing. 

‘Hike the Dr. Jarvik ads the best of all, because of his prominence, but my mind’s 
constantly going to his status as a physician and what he 's done, and how much is he 
getting paid to do that." (Non-Treator, Houston) 

"You see him as a real person rather than just a sterile doctor that comes out in a white 
lab coat." (Tmator, Houston) 

“He’s an expert. He invented the artificial heart. He’s an expert in the cardiology. His 
resume, background speaks for itself And I cannot conceive that the man would be 
out there selling a product with that type of background and integrity . " (Non-Treator, 
Houston) 

“He said he’s dedicated his life to care for heart. You know, working with the heart and 
caring for heart patients. He’s made plenty of money. I dont think he’s doing it for the 
money. He's doing it because he's found something that heips. If he's dedicated his 
life to it, he’s made lots of money.” (Non-Treator, Houston) 

• Many participants believe that the intended audience for these ads is any 
consumers with high cholesterol. They do not feel that the ads are talking down to 
them, so they can connect with people who already possess a fair amount of 
knowledge about the condition or very little. They can relate to the material, as 
about three-quarters of respondents feel the ads are talking to someone like 
themselves. 

• Most participants admit they are affected by seeing the ads. Many contend that they 
would talk to their doctor about Lipitor the next time they have a regularly scheduled 
doctor's appointment. 
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Atorvastatin Calcium Tablets 
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American Medical Association 
POLICY 

H-105.988 

Direct-to-Consumer (DTC) Advertising of Prescription Drugs and Implantable Devices 

It is the policy of our AMA; ' 

1 . That our AMA considers acceptable only those product-specific DTC advertisements that 
satisfy the following guidelines: 

(a) The advertisement should be indication-specific and enhance consumer education about 
both the drug or implantable medical device, and the disease, disorder, or condition for which 
the drug or device is used. 

(b) In addition to creating awareness about a drug or implantable medical device for the 
treatment or prevention of a disease, disorder, or condition, the advertisement should convey 
a clear, accurate and responsible health education message by providing objective 
information about the benefits and risks of the drug or implantable medical device for a given 
indication. Information about benefits should reflect the true efficacy of the drug or 
implantable medical device as determined by clinical trials that resulted in the drug’s or 
device’s approval for marketing. 

(c) The advertisement should clearly indicate that the product is a prescription dmg or 
implantable medical device to distinguish such advertising from other advertising for non- 
prescription products. 

(d) The advertisement should not encourage self-diagnosis and self-treatment, but should 
refer patients to their physicians for more information. A statement, such as "Your physician 
may recommend other appropriate treatments," is recommended. 

(e) The advertisement should exhibit fair balance between benefit and risk information when 
discussing the use of the drug or implantable medical device product for the disease, 
disorder, or condition. The amount of time or space devoted to benefit and risk information, 
as well as its cognitive accessibility, should be comparable. 

(f) The advertisement should present information about warnings, precautions, and potential 
adverse reactions associated with the drug or implantable medical device product in a manner 
(e.g., at a reading grade level) such that it will be understood by a majority of consumers, 
without distraction of content, and will help facilitate communication between physician and 
patient. 

(g) The advertisement should not make comparative claims for the product versus other 
prescription drug or implantable medical device products; however, the advertisement should 
include information about the availability of alternative non-drug or non-operative 
management options such as diet and lifestyle changes, where appropriate, for the disease, 
disorder, or condition. 
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(h) In general, product-specific DTC advertisements should not use an actor to portray 
a health care professional who promotes the drug or implantable medical device 
product, because this portrayal may be misleading and deceptive. If actors portray 
health care professionals in DTC advertisements, a disclaimer should be prominently 
displayed. 

(i) The use of actual health care professionals, either practicing or retired, in DTC to 
endorse a specific drug or implantable medical device product is discouraged but if 
utilized, the advertisement must include a clearly visible disclaimer that the health care 
professional is compensated for the endorsement. 

(j) The advertisement should be targeted for placement in print, broadcast, or other electronic 
media so as to avoid audiences that are not age appropriate for the messages involved. 

(k) In addition to the above, the advertisement must comply with all other applicable Food 
and Drug Administration (FDA) regulations, policies and guidelines. 

2. That om AMA opposes product-specific DTC advertisements, regardless of mediiun, that do 
not follow the above AMA guidelines. 

3. That the FDA review and pre-appro ve all DTC advertisements for prescription drug or 
implantable medical device products before pharmaceutical and medical device manufacturers 
(sponsors) run the ads, both to ensure compliance with federal regulations and consistency with 
FDA-approved labeling for the drug or implantable medical device product. 

4. That the Congress provide sufficient funding to the FDA, either through direct appropriations 
or through prescription drug or implantable medical device user fees, to ensure effective 
regulation of DTC. 

5. That DTC advertisements for newly approved prescription drug or implantable medical device 
products not be run until physicians have been appropriately educated about the drug or 
implantable medical device. The time interval for this moratorium on DTC for newly approved 
drugs or implantable medical devices should be determined by the FDA, in negotiations with the 
drug or medical device product’s sponsor, at the time of drug or implantable medical device 
approval. The length of the moratorium may vary from drug to drug and device to device 
depending on various factors, such as: the innovative nature of the drug or implantable medical 
device; the severity of the disease that the drug or implantable medical device is intended to 
treat; the availability of alternative therapies; and the intensity and timeliness of the education 
about the drug or implantable medical device for physicians who are most likely to prescribe it. 

6. That our AMA opposes any manufacturer (drug or device sponsor) incentive programs for 
physician prescribing and pharmacist dispensing that are run concurrently with DTC 
advertisements. 

7. That our AMA encourages the FDA, other appropriate federal agencies, and the 
pharmaceutical and medical device industries to conduct or fund research on the effect of DTC, 
focusing on its impact on the patient-physician relationship as well as overall health outcomes 
and cost benefit analyses; research results should be available to the public. 
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8. That our AMA supports the concept that when companies engage in DTC, they assume an 
increased responsibility for the informational content and an increased duty to warn consumers, 
and they may lose an element of protection normally accorded under the learned intermediary 
doctrine. 

9. That our AMA encourages physicians to be familiar with the above AMA guidelines for 
product-specific DTC and with the Council on Ethical and Judicial Affairs (CEJA) Ethical 
Opinion E-5.015 and to adhere to the ethical guidance provided in that Opinion. 

10. That the Congress should request the Agency for Healthcare Research and Quality (AHRQ) 
to perform periodic evidence-based reviews of DTC in the United States to determine the impact 
of DTC on health outcomes and the public health. If DTC is found to have a negative impact on 
health outcomes and is detrimental to the public health, the Congress should consider enacting 
legislation to increase DTC regulation or, if necessary, to prohibit DTC in some or all media. In 
such legislation, every effort should be made to not violate protections on commercial speech, as 
provided by the First Amendment to the U.S. Constitution. 

1 1 . That our AMA continues to monitor DTC, including new research findings, and work with 
the FDA and the pharmaceutical and medical device industries to make policy changes regarding 
DTC, as necessary. 

12. That our AMA supports "help-seeking" or "disease awareness" advertisements (i.e., 
advertisements that discuss a disease, disorder, or condition and advise consumers to see their 
physicians, but do not mention a drug or implantable medical device or other medical product 
and are not regulated by the FDA). (BOT Rep. 38 and Sub. Res. 513, A-99; Reaffirmed: CMS 
Rep. 9, Amended; Res. 509, and Reaffirmation 1-99; Appended & Reaffirmed: Sub. Res. 503, A- 
01; Reaffirmed: Res. 522, A-02; Reaffirmed: Res. 914, 1-02; Reaffirmed; Sub. Res. 504, A-03; 
Reaffirmation A-04; Reaffirmation A-05; Modified; BOT Rep. 9, A-06) 
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FW: Lipitor DTC User Fee submission-Doctors for Lipitor: Dr. Kioner, "PDUFA-MAC... Page 1 of 3 


Amchin, Wayne 

From: Amchin, Wayne 

Sent: Monday, December 31, 2007 1:48 PM 

To: Amchin, Wayne; Direct-to-Consumer Advertislng-F*DUFA 

Subject: FW: Lipitor DTC User Fee submission-Doctors for Lipitor: Dr. Kioner, "PDUFA-MACMIS" # P50146 


From: Browne, Ursula [mailto:ursula.browne@Pfizer.com] 

Sent: Thursday, December 27, 2007 2:47 PM 

To: Vaswani, ^ngeeta; DIrect-to-Consumer Advertlsing-PDUFA; Amchin, Wayne 

Subject: RE; Lipitor DTC User Fee submission-Doctors for Lipitor; Dr. Kioner, "PDUFA-MACMIS" # P50146 

Dear Ms. Vaswani, 

Thank you for your reply. As noted in our response. Dr. Kioner is one of many physicians under consideration for 
the proposed “Doctors For Lipitor” campaign. Should Pfizer move forward with this television ad, proper 
verification of die selected physician’s credentials and actual Lipitor use will be provided as per your request. The 
verification is necessary not only to fulfill your request, but also to adhere with FTC guidelines, as networks will 
also wish to verify the authenticity of the spokesperson being used. The veriffcatlon that will be provided will be 
consistent with the affidavit provided by Dr. Robert Jarvik, current spokesperson for Lipitor. Such an affidavit wilt 
not be secured until the ad script and visuals are finalized and casting/production decisions are made. 

Pfizer is not aware of established criteria that constitute requirements for a submission to be deemed complete 
and will take this Into consideration for future submissions. However, the provision of verification of physician 
credentials should not preclude the evaluation of the promotional claims proposed in the ad, whether voiced by 
Dr Kioner, or another physician endorsing Lipitor. Pfizer respectfully requests the review commence, and that 
DDMAC note this observation in their advisory comments. We welcome the opportunity to discuss this further, if 
needed. 

Many thanks, 

Ursula Browne 


From: Vaswani, Sangeeta [mailto:sangeeta.vaswanl@faa.hhs.govl 
Sent: Wednesday, December 26, 2007 4:12 PM 
To: Browne, Uisula 

l^bject: FW: Upitor DTC User Fee submission-Doctors for Upltor: Dr. Kioner, "PDUFA-MAQ4IS" # P50146 


Hi Ursula. 

Katlin and I just left you a voicemail letting you know that the amendment to your Lipitor TV ad submission is 
incomplete and not revlewable. Please provide 10 copies each of the following: 

■ Verification that Dr. Richard Kioner is a cardiologist and Director of Research Heart Institute 
and is not a mode! or actor. 

■ Verification that Dr. Richard Kioner is an actual Lipitor patient and is not a model or actor 


We note that it is your belief and understanding that Dr. Kioner is a cardiologist, Lipitor patient, and Director of 


1 m/oAAo 
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FW: Lipitor DTC User Fee submission-Doctors for Lipitor: Dr. Kloner, "PDUFA-MAC... Page 2 of 3 


Research at the Heart Institute. However, we sOH require fotma! verification for this review. Please feel free to 
contact me at 301-796-1200 or Katlin at 301-796-2173 if you need any additional information. 

Regards. 

Sangeeta Vaswani, Pharm.D. 

Consumer Safety OfTicer 
Food and Drug Administration 

Division of Drug Marketing, Advertising, and Communications 
301-796-1200 (phone) 

301-796-9877 (fax) 


From: Amchin, Wayne 

Sent: Tuesday, December 18, 2(K)7 5:34 PM 

To: Klester, Mard; Vaswani, Sangeeta 

Subject: FW: Lipitor DTC User Fee sul^ission-Ooctors fiar Lipitor: Dr. Kloner, "PDUFA-MACMIS" # P50146 


From: Amdiin, Wayne On Behalf Of Direct-to-Consumer Adverti^ng-PDUFA 
Sent: Tuesday, December 18, 2007 5:34 PM 
To; 'Browme, Ursula' 

Ces Direct-ttKonsumer Adwrti^ng-POUFA 

Subject; Upitor DTC User Fee submission-Doctors for Upltor: Dr, Kloner, ■POUFA-MACMiS" # P50146 


Ursula Browne 
Director 

US Regulatory Affairs 
Pfizer Global Pharmaceuticals 
235 East 42nd Street 
NewYork, NY 10017-5755 

Ursula: 

We received this DTC user fee ad, and we have determined that the submission is incomplete and not 
reviewable. To make this submission complete and reviewable, please provide 10 copies each of the following; 

• Verification that Dr. Richard Kloner is a cardiologist and Director of Research Heart 
Institute and is not a model or actor. 

• Verification that Dr. Richard Kloner is an actual Lipitor patient and is not a model or 
actor. 

■ Reference #1 states "The reference for this claim, spreadsheets listing the 410 
ongoing or completed Lipitor clinical trials, was submitted to DDMAC by email on 
December 8, 2006 and as a hard copy on December 1 8, 2006." We need the 
spreadsheets to be submitted as part of this submission as well. Each submission 
should be complete as a stand-alone submission and should not rely on references 
previously submitted to DDMAC as part of a separate submission. 
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FW: Lipitor DTC User Fee submission-Doctors for Lipitor: Dr. Kloner, "PDUFA-MAC... Page 3 of 3 

Wayne Amchin 
DDMAC Project Manager 
301-796-12Q0 
dtcp@fda.hhs.gov 

"MMS <secure.pfizer.com>” made the following 
annotations on 12/27/07, 14:46:38 

LEGAL NOTICE: 

Unless expressly stated otherwise, this message is confidential and may be privilege 


Legal Notice 

"EMF <fda.hhs.gov>" made the following annotations. 

This message was sent from Pfizer Corporation across the internet in encrypted forma 


1 nmnno 
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Vendor List 


“Father” Videomatic 

Pomann Sound $260.10 

Continuity Graphics 5,90 1 .00 

Visual Sound Group 257.93. 


6 -:60 Animatics: “Jarvik Forum”, “Forum/Offer”, “Maze”, “Comes A 
Day”, “Worth It” and “No Substitute” 

Continuity Graphics $95,140.00 

Phantom Casting & Audio 10,675.00 

Talent Partners 4,837.53 


4-:60 Animatics: “Leaves”, “Pills”, “Antibiotics” and “Monitor” 

Phantom Audio $5, 1 50.00 

Talent Partners ' 1,110.56 

Visual Sound Group 85.42 

Awaiting Continuity Graphics Invoice 

6-:60 Animatics: “Dr. Mosca”, “Dr. Kloner”, “On the One”, “Lend My 
Name”,”Professor”, “Treadmill” 


Phantom Audio 
Continuity Graphics 
Visual Sound Group 
Talent Partners 


$11,612.50 

180,460.00 

777.56 

6,536.98 


KTG 000142 
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Worldwide INibHc Affairs & Policy 
Pfizer Inc 

325 7th Street, NW Suite 1200 
Washington, DC 20004 
Tel 202 783 7070 Fax 202 347 2044 
Email anUiony.principi@pfizer.coin 



Anthony J. Principi 
Senior Vice President 
Federal GoTcmmexit Relations 


February 25, 2008 

The Honorable John Dingell 
Chairman 

House Energy & Conunerce Committee 
2125 Rayburn House Office Building 
Washington, D.C. 20515 


Dear Chairman Dingell and Chairman Stupak: • 

Thank you for your January 7, 2008, letter expressing concern that consumers 
may misinterpret Lipitor advertisements that utilize Dr. Robert Jarvik. Pfizer is 
announcing today that it is voluntarily withdrawing Lipitor advertising and promotion 
featuring Dr. Jarldk, and is committed to ensuring greater clarity in the roles and 
responsibilities of its spokespeople in its consumer advertising and promotion. 

Unfortunately, the way Dr. Jarvik was presented in these ads has created 
misimpressions and distractions ftom our primary goal of encouraging patient and 
physician dialogue on the leading cause of death in the world: cardiovascular disease. We 
regret this. Going forward, Pfizer is committed to greater clarity in our advertising 
regarding use of spokespeople and their relationship with Pfizer. 

Please do not hesitate to contact me if you have any questions. 



oc: The Honorable John Shimkus 
The Honorable Joe Barton 
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9. poached, 




11. But, it also comes from mom. 


12. dad, 


10. and pureed. 


MSPP 165548.05 
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VYTQRIN “Cholesterol Portraits” - Non-New :60 


15. Your choiesterol doesn’t just come 
from food. 


13. Grandma Ethel, 


18. When diet and exercise aren’t 
enough, adding Vytorin can help. 


1 6. It also has a lot to do with 
family history. 


17. Ask your doctor about Vytorin. 
SUPER: Available by prescription only 


21. the cholesterol your body makes 
naturally based on family history. 


20. cholesterol from food and 


19. Vytorin treats the 2 sources of 
choiesterol- 


22. Vytorin lowers bad cholestero! 


23. ■ 45%-60%. 


24. Vytonn is not for everyone, inducing peo|de 
Sver problems, women who are 


nursng, pregnant, or may become 
SUPER; Average effect depending on pregnant, 

dose SUPER: See our ad in Cooking Light 


MSPP 16; 
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25. Unexplained muscle pain or 
weakness could be a sign of 
a rare but serious side effect. 

SUPER; Vytorin.com 


20550086(1) 


VYTORIN “Cholesterol Portraits” - Non-New :60 



26. Vytorin may interact with other 
medicines or certain foods, increasing 
your risk of getting this serious side- 
effect. 



27. Simple blood tests are needed to 
check for fiver problems. 


SUPER: 1-877-VYTORIN 


Ie:!etimibe/simvast8tinl 

A5X YOUR CtOCrOR 


28. Ask your doctor about Vytorin. 
SUPER: Ask your doctor 



29. Your choiesteroi comes from 2 
sources. 



30. Treat them both with Vytorin 


MSPP 165548.07 
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MSPP 165548.08 
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1 3. Ask your doctor about Vytorin. 
SUPER; Available by prescription only 


14. A healthy diet is important, but 
when it’s not enough adding 
Vytorin can help. 


15. V^'torin treats the 2 sources of 
cholestsrol- 


16. food 


17. and what your body makes 18. Vytorin lowers bad cholesterol 

naturally based on family history. 



19. 45%-60%. 20. Vytorin is not for everyone, including 21. Unexpiained muscle pain or 

peq5lewith Irv'er problems, women weakness could be a sign of 

SUPER: Average effect depending on vvho are nursing, pregnant, or may a rare but serious side effect. 

become pregnant. 



SUPER; 1-877-VyTOR!N 


22. Vytorin may interact with other 
medicines or certain foods, 
increasing your risk of getting this 
serious side effect. 


Simple blood tests are needed to 
check for Ih^r problems. 

SUPER: vytorin.com 


24. Continue to follow a healthy diet and 
ask your doctor about adding Vytorin. 

SUPER: Ask your doctor 


SUPER: vytorin. com 


MSPP 165548,09 
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20550813(1) 


VYTORIN “Cholesterol Portraits 2” Rev. :60 


25. For the 2 sources of cholesterol- 


26. remember the name Vytorin. 


MSPP 165548.10 
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1 , Choiesteroi comes from 2 sources, 2. but from your Grandpa Frank. 3, Not just from that ice-cream pop, 

it’s not only from that foot-long frank. 



4. but from mom and pop as weit. 5. And not just from that Virginia ham. 6. but from your Aunt Ginnie too. 



7. Your choiesteroi doesn’t just come 8. It also has a lot to do with family 

from food. history. 


9. Ask your doctor about Vytorin. 
SUPER: Available by prescription only 



10. A healthy diet is important, but 11. Vytorin treats the two sources of 12. food 

when it’s not enough, adding chotesteroi- 

Vytorin can help. ' ' 


SUPER:. Available by prescription only 


MSPP 165548.11 
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VYTORIN “Grandpa Frank” Percents :60 


13, and what your body makes 
naturally based on family history. 


14. Vytorin lowers bad cholesterol 


SUPER: Average effect depending on 
dose 


16,60%. 

SUPER: Average effect depending on 
dose 


1 7. Vytorin is not for everyone, including 
people with liver problems, women 
who are nursing, pregnant, or may 
become pregnant. 

SUPER; See our ad in Cooking Light 


18. Unexplained muscle pain or 
weakness could be a sign of a rare 
but serious side effect. 

SUPER: 1-877- VYTORIN 


22. For the two sources of choiestero!- 


23. remember the name Vytorin. 


24. That's Vytorin. 


20. Simple blood tests are needed to 
check for liver problems. 

SUPER: vytorin.com 


21 . Follow a healthy diet and ask your 
doctor about adding Vytorin, 
SUPER: Ask your doctor 


19. Vytorin may interact with other 
medicines or certain foods, 
increasing your risk of getting this 
serious side effect 


SUPER: vytorin, com 


MSPP 165548.12 
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1 . Chotestero! comes from 2 sources. 
It’s not only from that buttered crab, 


20550617(1) 


VYTORIN “Aunt Betty” Lipitor ;60 




2. but from y^ur crabby Aunt Betty. 


3. And not just from that ice cream pop 



7, Ask your doctor about Vyforin. 
SUPER; Available by prescription only 



10. food 



5. Your cholesterol doesnl just come 
from food. 



8. A healthy diet is important, but when it’s 
not encHjgh, adding Vytorin can help. 

SUPER Available by prescription only 


I 



1 1 . and what your body makes 
naturally based on family history. 



6. it a!so has a lot to do with family 
history. 



9. Vytorin treats the two sources of 
choiesterol- 



12. Vytorin was proven in clinica! 
studies to lower 


MSPP 165548.13 
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13, bad cholestero] more 



1 6. Unexplained muscle pain or weakness 
could be a sign of a rare but serious 
side effect. 


SUPER;1-877-VYTORIN 



19. Follow a healthy diet and ask your 
doctor about adding Vytorin, 
SUPER: Ask your doctor 



22 . That's Vytorin. 


VYTORIN “Aunt Betty” Upitor :60 



14. than Lipitor aione. 



17. Vytorin may interact with other 
medicines or certain foods, 
increasing your risk of getting this 
serious side effect. 

SUPER; vytorin.com 



15. Vytorin is not for everyone, including 
people with liver problems, women 
who are nursing, pregnant, or may 
become pregnant. 

SUPER: See our ad in Cooking Light 



18. Simple blood tests are needed to 
check for liver problems. 


SUPER: vytorin, com 



20. For the two sources of cholesterol- 21 . remember the name Vytorin, 


ySPP 165548,14 
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1, VO: Cholesterol it can come from 
fettuccini alfredo, 



4. And from your Aunt Barbie, 



7. Vytorin treats 2 sources. Only 
Vytorin helps block the absorption of 


SUPER; VYTORIN contains two 
medicines; ZETiA and ZOCOR 



10, Vytorin was also proven in clinical 
studies to lower bad chotesteroi mors 
than Lipitcr alone. 



2. But also from your Grandpa 
Alfredo. 



5. A healthy diet is important. 
When that's not enough, adding 
Vytorin can help. 



8. cholesterol from food 


SUPER: VYTORIN contains two 
medicines: ZETiA and ZOCOR 



1 1 . Vytorin is not for everyone, 
including people with liver problems, 
women who are nursing, pregnant, 
or may become pregnant. 

SUPER: See our ad in Cooking Light 


20551249 ( 1 ) 


VYTORIN® “Reflections” :60 



3. From barbecue ribs, 



6. Cholesterol comes from 2 sources 
- food and family. 



9. and reduces the cholesterol 
your body makes naturally, based on 
family history. 


SUPER: VYTORiN contains two 
medicines: ZETIA and ZOCOR 



12. Unexplained muscle pain or 
weakness could be a sign of a rare 
but serious side effect. 

SUPER: v 7 torin,com 


MSPP 165548,15 
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13. Vytorin may interact with other 
medicines or certain foods, increasing 
your risk of getting this serious side effect. 
SUPER: 1-877-\ATORIN 


14. Simple blood tests are needed to 
check for liver problems. 

SUPER: 1'877-VYTORiN 


15. So eat right, stay active, but if 
that’s not enough? Ask your doctor 
about adding Vytorin. 

SUPER: Ask your doctor 



16. 2 sources of cholesterol. 
Treat ‘em both, with Vytorin. 
SUPER: vytorin.com 


'S 

I 


s 


MSPP 165548.16 
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20551249 ( 2 ) 


VYTORIN® “Reflections Revised” :60 



4. And from your Grandma Barbie. 


7. Vytorin treats 2 sources. Only 
Vytorin helps block the absorption of 
SUPER; VYTORIN contains two 
medicines: ZETiA and ZOCOR 


10. Vytorin was also proven in clinical 
studies to lower bad cholesterol more 
than Lipitor alone. 



YVmRfM 

(a2etjmibefs'm/dstatin]u 


5. A healthy diet is important. 
When that’s not enough, adding 
Vytorin can help. 



SUPER: Available by prescription onh 


8. cholesterol from food 


SUPER: VYTORIN contains two 
medicines; ZETIA and ZOCOR 


6. Cholesterol come.s from 2 sources 
-food and family. 


9. and reduces the cholesterol 
your body makes naturally, based on 
family history. 



11. Vytorin is not for everyone, 
including people with livK- problems, 
women who are nursing, pregnant, 
or may become pregnant 
SUPER: See our ad in Cooking Light 


12. Unexplained muscle pain or 
weakness couid be a sign of a rare 
but serious side effect. 

SUPER; vytorin. com 










SUPER; VYTORIN contains two 
medicines; ZETIA and ZOCOR 


MSPP 165548,17 
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13. Vytorin may interact with other 
medicines or certain foods, increasing 
your risk of getting this serious side effect. 


14. Simple blood tests are needed to 
check for liver problems. 

SUPER; 1-877-VYTORIN 


15, So eat right, stay active, but if 
that’s not enough? Ask your doctor 
about adding Vytorin. 


SUPER; 1-877-\ATOR!N 


SUPER; Ask your doctor. 



16. 2 sources of cholesterol. 
Treat ‘em both, with Vytorin. 
SUPER: vytorin.com 



MSPP 165548.18 
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4. and your mom, Juliana. 


5. A healthy diet is important. 
When that’s not enough, adding 
Vytorin can help. 


6. Cholesterol comes from 2 sources 
-food and family. 



7. Vytorin treats 2 sources. Only 
Vytorin helps block the absorption of 

SUPER; VYTORIN contains two 
medicines: ZETIA and ZOCOR 


SUPER; Available by prescription only 



8. cholesterol from food 
SUPER; VYTORIN corrtains two 
medicines; ZETIA and ZOCOR 



9. and reduces the cholesterol 
your body makes naturally. 


SUPER: VYTORIN contains two 
medicines; ZETIA and ZOCOR 



10. Vytorin was also proven in clinical 
studies to lower bad cholesterol more 
than Lipitor aicne, 

SUPER: VYTORIN contains two 
medicines: ZETIA and ZOCOR 



VlrtORW. 


11. more than Crestor alone. 

(pCpS.tabii^ 

SUPER; VYTORIN contains two 
medicines: ZETIA and ZOCOR 



12, Vytorin is not for everyone, 
including people with liver problems, 
women who are nursing, pregnant, 
or may become pregnant, 

SUPER; See our ad in Cooking Light 
MSPP 165548.19 
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13. Tell your doctor right away about 14. Calain medicines foods .may 

unexplained muscis pain or weakness inaease your risk of getting Ws s^ious 

which may be a sign of a rare but side effect. 


serious side effect. yytonn.com 

SUPER; 1-877-VYTORIN 



16. So eat right, Stay active,... 17. ...but if that’s not enough? Ask 

SUPER: Ask your doctor 

SUPER: Ask your doctor 


20551381(1) 


VYTORiN® “Grandfather Bo” :60 



15. Simple blood tests are needed to 
check for liver problems. 

SUPER: 1-877 -VYTORIN 



18. 2 sources of choiesteroi. 
Treat 'em both, with Vytorin, 
SUPER; vytorin. corn 


I 

I 



MSPP 165548,20 
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4, and your mom, Juliana. 


5. A healthy diet is Important. 6. Cholesterol comes from 2 sources 

When that's not enough, adding - food and family. 

Vytorin cai h^p. 



7. Vytorin treats 2 sources. Only 
Vytorin helps block the absorption of 


SUPER: VYTORIN contains two 
medicines: ZETIA ZOCOR 


SUPER: Available by prescription only 



8. cholesterol from food 
SUPER: VYTORIN contains two 
medicines: ZETIA and ZOCOR 



9. and reduces the cholesterol 
your body makes naturally. 


SUPER; VYTORIN contains two 
medicines: ZETIA and ZOCOR 



10. Vytorin was also proven in clinical 
studies to lower bad cholesterol more 
thanLipitor alone. 


SUPER; VYTORIN contains two 
medicines: ZETIA and ZOCOR 



11. more than Crestor alone. 



SUPER: VYTORIN contains two 
medicines; ZETIA and ZOCOR 



12. Vytorin is not for everyone, | 

including people with liver problems, ^ 
women who are nursing, pregnant, | 

or may become pregnant. § 

SUPER: See our ad in Cooking Light 


MSPP 165548.21 














317 



1 3. Tell your doctor right away about 
unexplained muscle pain or weakness 
which may be a sign of a rare but 
serious side effect. 

SUPER: vytorin.com 



1 4. Cotain medicine or foods 
increase your ri^ of fois serious 

side effect. 

SUPER: 1-877-VYTORIN 



15. Si.mple blood tests are needed to 
check for liver problems. 

SUPER: 1-877-VYTORIN 



16. So eat right, stay active,... 
SUPER: Ask your doctor 


17. ...but if that’s not enough? Ask 
your doctor about adding Vytorin. 
SUPER: Ask your doctor 


18. 2 sources of cholesterol. 
Treat 'em both, with Vytorin. 
SUPER: vytorin.com 


MSPP 165548,22 
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20750755 { 1 ) 

VYTORIN® “Granddad Sy” REV ;60 



1, VO: ChoSssteroi. It can come from 2. Bift aiso from your Granddad Sy. 3. From beef off the grill, 

that cherry pie, 



4, And your Grandmother Jill. 



7. Vytorin treats 2 sources. 
SUPER; VYTORIN contains two 
medicines; ZETIA and ZOCOR 



10. Vytorin was also proven in ciinical 
studies to lower bad cholesterol more 
than Lipitor alone, 

SUPER: VYTORiN contains two 
medicines; ZETIA and ZOCOR 



5. A healthy diet is important. 

When that’s not enough, adding 
Vytorin can help. 

SUPER; Available by prescription only 



8. Only Vytorin helps block the 
absorption of cholesterol from food 
SUPER: VYTORIN contains two 
medicines; ZETIA and ZOCOR 



CR&STOR 


vrrosis eeittstn; f «obaie™c« JErtA ana ZOCOB 


1 1 . more than Crestor alone. 
SUPE'R: VYTORIN contains two 
medicines: ZETiA and ZOCOR 



6. Cholesterol comes from 2 sources 
- food and family. 



9. and reduces the cholesterol 
your body makes naturally. 


SUPER: VYTORIN contains two 
medicines: ZETIA and ZOCOR 



12, Vy-torin is not for everyone, 
including people with iiver problems, 
w/omen who are nursing, pregnant, 
or may become pregnani, 

SUPER: See our ad in Cooking Light 
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13. Tell your doctor right away about 
unexplained muscle pain or weakness 
which may be a sign of a rare but 
serious side effect. 


14. C^ain medicines or foods may 
increase your risk of getting this 
serious side effect. 

SUPER: 1-877-VYTORIN 


15. Simple blood tests are needed to 
check for liver problems. 

SUPER: 1-877-VYTORlN 



SUPER; vytorin.com 



16. So eat right, stay active, but if 
that’s not enough? 

SUPER: Ask your doctor 


17. Ask your doctor about adding 
Vytorin. 2 sources of cholesterol. 
Treat 'em both, with Vytorin. 
SUPER; vytorin.com 


MSPP 165543.24 


jota/merck/tobs/vytorin/i 8308/1 a308_p4_RcV. GrandadSy 
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1 , VO; Cholesterol, It can come from 
a casserole. Creamy tuna and peas, 



4. And your Pop, Petey. 



7. Vytorin treats 2 sources, 
SUPER; VYTORIN contains two 
medicines: ZETiA and ZOCOR 



10. Vytonn was also proven in dinicaJ 
studies to lower bad cholesterol more 
than Lipitor alone, 

SUPER: X^YTORIN contains two 
medicines: ZETIA and ZOCOR 



2. and your Grandmother Louise. 



5. A healthy diet is important. 

When that’s not enough, adding 
Vytorin can hdp. 

SUPER: Available bv Drescnotion cn’v 



8. Only Vytorin helps block the 
absorption of cholesterol from food 


SUPER: VYTORIN contains two 
medicines: ZETIA and ZOCOR 



1 1 . more than Crestor alone. 
SUPER: VYTORIN contains two 
medicines: ZETiA and ZOCOR 


2075S20S(1) 


VYTORIN® “Louise” :60 



3. From Morn’s lasagne, extra cheesy, 



6. Cholesterol comes from 2 sources 
-food and family. 



9. and reduces the cholesterol 
your body makes naturally, 


SUPER: VYTORIN contains two 
medicines: ZETIA and ZOCOR 



12. Vytorin is not for everyone, 
including people with liver problems, 
women who are nursing, pregnant, 
or may become pregnant. 

SUPER: See our ad in Cooking Light 


3fcfo'vvloiWjofas/l0667.p2_Vy!orti_Loi 
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DDB 


20752205{1) 


VYTORIN® “Louise” :60 



13. Tell your doctor right away about 14. C«lain medicines or foods may 15. Simpie blood tests are needed to 

unexplained muscle pain or weakness increase your of getting this check for liver problems, 

which may be a sign or a rare our serious side effect. SUPER- 1 -877-\.AT0RiN 

serious side effect, SUPER: 1-877-VYTORlN 

SUPER: vytorin.com 



1 6. So eat right, stay active, but if 
that’s not enough? , 

SUPER: Ask your doctor 


17. Ask your doctor about adding 
Vytorin. 2 sources of cholesterol. 
Treat 'em both, with Vytorin. 
SUPER: vytorin.com 



MSPP 165548.26 







322 



VYTOR8N® 




1. VO; Cholesterol. It can come from 2. and your Grandmother Louise, 

a casserole. Creamy tuna and peas, 



4. And your Pop, Petey. 



7. Vytorin treats 2 sources. 
SUPER: VYTORiN contains two 
medicines: ZETIA and ZOCOR 



10- Vytorin was also proven in clinical 
studies to io'wer bad choiestero! more 
than Lipitor alone. 

SUPER: V'>TORiN contains two 
medicines: ZETTIA and ZOCOR 



5. A healthy diet is important. 

When that’s not enough, adding 
Vytorin can help. 

SUPER: Available by Dm:.c-io;iGn c-: 


OWL/ : 

V/1oR!W 


8. Only Vytorin helps block the 
absorption of cholesterol from food 
SUPER: VYTORIM contains two 
medicines: ZETIA and ZOCOR 



1 1 , Vytorin is not for everyone, 
including people with liver a^oblems, 
women who ^ nursing, pregnant, 
or may become pregncmt. 

SUPER: See our ad in Cooking Light 


20752205 ( 3 ) 



3. From Mom's lasagne, extra cheesy, 



6. Cholesterol comes from 2 sources 
- food and family. 



9. and reduces the cholesterol 
your body makes naturally. 


SUPER: VYTORIN contains two 
medicines: ZETIA and ZOCOR 



12- Teli your doctor right away about 
unexplained muscle pain orv.'eakness 
which may be a sign of a rare but 
serious side effect. 

SUPER: '/yriorin.ccm 


i(o8./ciienSs/nietck/vytorin/}obs/19667_p3._Wtwin_l-OU'S8WS 
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13. Certain medicines or foods may 
increase your risk of getting this 
serious side effect. 

SUPER: 1-877-VYTORiN 


VYTORiN® 


14. Simple blood tests are needed to 
check for liver problems. 

SUPER: 1-877-VYTORIN 




16. Ask your doctor about adding 
Vytorin. The only medicine that treats 
the two sources of cholesterol. 


SUPER; vytorin.com 


20752205(3) 


“Louise w/ chalkboard” i60 



15. So eat right, stay active, but if 
that's not enough? 

SUPER; Ask your doctor 
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High i^wlesterd is responsible for 70% of heart disease and is the leading kilterof both 
men and woirien after the age of 45. It leads to arterial blockage, heart attacks, 
hardening of toe arteries, blood clots, clogged arteries, and stroke. . 
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We highly recommend 

LOWER CHOLESTEROL WITHOUT 
DRUGS 

. A Practical Guide to Using Diet and 
Supplements for Healthy Cholesterol 
Levds by Roger Mason. It is availaWe 
. at Amazon and Barnes and Noble of 
you can get a free copy at 
www-menshealthtBch.com/ 
cholesterol eare.htm 


Sponsors Message... . 
Cut Your Total /\ 
Cholesterol By AlA^ 
Least 15% IN The 
Next 60 Days Or It 
Cost You Nothing...! 
Cholesterol Care™ Is the 
Only Guaranteed 
Supplement That Contains ^ 
All Six Nakiral Ingredients p 
Proven Effective in 
Lovi/ering Dangerously High 
Levels of Cholesterol and 
Triglycerides , . . Guara nteed 
to cut your cholesterol and 
lower your- risk of heart 
attack or stroke while 
avoiding cosily and often 
dangerous prescription 
drugs. Eliminate worry and 
health concerns. 

On Sale This 
Week...Save 30% 

I No Risk Unconditional 
Money Back Guarantee! 


Ajk«rofna 



Ojrtjnary Artery 

ThiscortMiaty artery is becoming dangerously Mocked as the cholesterol builds up. 

The average American man eats about 360 milligrams of chdesterol a day; the average woman eats 
between 220 and 2W) milligrams daily. So hew are we doing? The American Heart Association 
recommends that we limit our average daily cholesterol intake to less than 300 miltigrams. Obviously, 
people with high levels of cholesterol in the t^ood should take in even less. 


Back to too 

Blood Cholesterol vs. Dietary Cholesterol 


It may surprise you to know that our bodies make all the cherfesteroi we need. When your doctor 
takes a btood test to measure your cholesterol level, the doctor Is actually measuring the amount of 
circulating cholesiero! in your blood, or your blood cholesterol level. About S5 percent of your 
blood chdlesteroi level is endogenous, which means it is produced by your body. The other 15 
percent or so comes from an external source — your diet. Your dietary i^desterol originates from 
meat, poultry, teh, seafood and dairy products. It’s possible for some pedple to eat fo^s high in 
cholesterol and stiR have low blood (^lesten^ levels. Likewise, it’s possible to eat foods low in 
^hdesterol and have a high blood cholesterol level. 


So, why is there so much talk about dvslesteroi in our diet? It's because the level of cholesterol 
already present in your blood can be increased by high consumption of cholesterol and saturated fot 
in your diet, this increase iri dietary cholestmil has been associated with the build-up of plaques that 
can narrow or blodc blood vessels. (Think about what happens to your kitchen drain pipes wh^ you 
pour chicken fat dovm the sink.) If the coronary arteries of the your heart become blocked, a heart 
attack can occur. The blocked artery can also develop rough edges. This can cause plaques to 
break off and travel, obstructing blood vessels elsewhere irnthe body. A blocked blood vessel in the 
brain can trigger a stroke. High cholesterol is responsible for 70% of heart disease 
and is the leading killer of both men and women after the age of 45. It leads to 
arterial blockage, heart attadts, hardening of the arteries, blood clots, dogged arteries, and stioke. 


The average American man eats about 360 milligrams of chdesterd a day; foe average woman eats 
between 220 and 260 milligrams daily. So how are we doing? The American Heart Association 
recommends that we limit our average daily cholesterol intake to less than 300 milligrams. Obviously, 
people with high levels of cholesterol in foe blood should take in even less. 

Good vs. Bad Cholesterol 


Comments about ’good’ and ’tiad” cholesterol refer to foe type of carrier .molecule that fransports the 
cholesterol. These carrier molecules are made of protein and are called apoproteins. They are 
necessary because drolesterol and other fats (iipfos) can’t dissolve in water, which also means foey 
can't dissefo'e in blood. When these apoproteins are joined with cholesterol, foey form a compound 
called lipoproteins. The density of these lipoproteins is determined by foe amount of protein in foe 
molecule. "Bad" clwrfesterol is foe low-density lipoprotein (LDL), foe major dioiesteroi carrier in foe 
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blood. High levels these LOLs are assodated with atherosclerosis. "Good" cholesterol is the high- 
density lipoprotdn (HfX.); a greats level of HDL— think of this as drain cleaner you pour in the sink-is 
thought to provide some protedii»i against artery blockage. 


A high level of LDL in 8w blood may mean that ceiTmembranes in the liver have reduced die number 
of LDL receptors due to kioeased amounts of cholesterol inside toe cell. After a celt has used toe 
cholesterd for its chemical needs and doesn't need any more, it reduces its number of LDL 
receptors. Ttois enades LDL levels to accumulate in toe blood. When tois happens, the LDLs begin to 
deposit cholesterol on aitoy wafls. fcffming thick plaques. In contrast the HOLs-lhe "good” guys-act 
to remove tois excess ctodesterol and transport it to the liver for disposal. 


A third group of carrier molecirtes. toe very low-density lipoproteins (\^DL) are converted to LDL after 
delivering tri^^rides to toe musdes and adipose (fat) tissue. 

The levels of HDL, LDL total cholesterol are all indicators for atherosclerosis ^d heart attack 

risk. People who have a total cholesterd level of 275 or greater (200 or less is desirable) are at 
signiftiant risk for a heart attack, despite a favorable HDL level. In addifton, people vtoo have normal 
cholesterol levels but tow HOL levels are also at Increased risk for a heart attach A chart showing 
risk levels for men and wtxnen can be seen at www.menshealthtech.com/ 
cholesterol care.htm 

Bacfc to tap 

Risk Factors 


We highly recommend 

LOWER CHOIESTEROL VWTHOUT 
WUGS 

A Pracfica! Guide to U»ng Diet and 
Supplements for Healthy Chotestero) 
Levels by Mascm. It is avaitabte 
at Amazon and Barnes and Noble or 
ytHi cart get a’ftee copy at 
www.mensheaUhtcch.eom/ 
cholesterol care.htm 


There are a number of factors that mfluence a person's cholesterol levels. ITtey indude dieL age, 
weight gertoer, generics, diseases and lifestyle. 

Diet 


There are two dietary factors assodated with increases in blood cholesterol levels: 


Eating foods that are high in satinated fats, even if toe fats themselves 
do not contain cholesterol. (These mctude foods attaining high levds of 
hydrogenated vegetable oils, espedc^ palm and coconut oils, avocados 
and other high-fat foods of vegetable origin.) 

Eating foods containing high levels of cholesterol. (This group indudes 
eggs and red meat— the most maligned of toe cholesterc^ culprits— as 
well as lard arto shrimp. These foods can significantly raise blood 
cholederot levels, especially whert combined with fo(^s toat are high In 
saturated fat.) 


If s-important to note toat only foods of w>ima! origin contain cholesterd. tack of awareness of tois 
fast has led to some confusing labels at the grocery store. For example, some items toat are high in 
saturated fats from plant sources bear tabeis claiming that toey are 1 00 percent cholestero] free. The 
statement may be true, but ifs generaRy insleading because it implies that toe product is definitely 
benefidal to your health. 


Aging 


Free Copy 

LOWER CHOLESTEROL WITHOUT 
DWJGS 
by Roger Ma«on 

A Practice Guide to Using Diet and 
Supplements for Healthy Chotesleid 
Levels 



The blood levels of chdesterol tend to increase as we age^ factor doctors consider when.dedding 
trbatonent options for patients with certain cholesterol levels. 

Weight 

People who are overweight are more likely to have high blood diolesterol levels. They also tend to 
have lower HDL levels. The locafion of toe excess weight also seems to play a role in cholesterol- 
leveis. A greater risk of increased cholesterol levels occurs when that extra weight is centered in the 
abdominal region, as exposed to toe legs or buttocks. 


Gender 


Men tend to have higher LDL levels and lower HEX. levels than do women, especialiy before age 50. 
After age when women are in their post-menopausal years, decreasing amounts of esft-c^en are 
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thought to cause Oie LDL level to rise. 


Genetics 


Some people are ^neticaRy pretfisposed to hawng high levels of cholesterol. A variety of minor 
genetic defects can lead to excesave fTOductionw LDLs or a decreased capacity for ttieir removal. 
This tendency towards high chotesteroi levels is often passed on from parents to their children. If your 
parents have high cht^esterd, you need to be tested to see if your cholesterol levels are also 
elevated. 


Diseases 

Diseases such as diabetes can lower HOL levels, increase biglycerldes and accelerate ft^e 
development of atherosdero^s. High blood pressure, or hypertension, c^n also hasten the 
development of atoerosderosis, and some medications used to treat it can increase LDL and 
biglycerides and decrease HDL levels. 


Sponsors Message,.. 
Cut Your Total 
Cholesterol By At 
Least 15% IN The 
Next 60 Days Or It 
Cost You Nothing..,! 
Cholesterol Care™ Is the 
Only Guaranteed 
Supplement Ttiat Contains 
AH Six Natural Ingredients 
Proven Effective in 
_owering Dangerously High 
Levels of Cholesterol and 
T riglycerides. . .Guaranteed 
to ojt your cholesterol and 
lower your risk of heart 
attack or stroke while 
avdding cosHy and often 
dangerous prescription 
drugs. Eliminate worry and 
health concerns. 

On Sale This 
Week.. .Save 30% 

No Risk Unconditional 
Money Back Guarantee! 
Click Here To Save 
vhfww.fnenshealthtech.com/ 
cholesterol_care.htm 


I 


Lifestyle 

Factors toat negativdy affisct cholesterd levels ^so indude high levels of stress, vh^ich can raise 
total chotesteroi levels, cigarette srnoktog. which can lower a person's HDL level as much as 15 
percent On the other hand, strenuous exerdse can inaease HDL levels and decrease LDL levels. 
Exercise also can help reduce body weight, vh^ich, in turn, can help reduce dicdesterol. Recent 
research has shown toat moderate alcohol use (one drink per day tor women, two drinks a day tor 
men) can raise HDL cholesterol and therefore r^uce the risk of heart attack. Despite such rasearch, 
it is diffiojlt to recommend the habitual use of alcphol because toere are also negative heaitii 
consequences associated with «Rcohol use and a high potential for abuse. 

Always remember that risk toctors fcM* high d>olesteroi and cardiovascular disease dcmt eidst in a 
vacuum— tiiey terto to ampTrfy each otoer. Reducing the risk of a cardiovascular disease involves 
eliminating all of the risk toctors that we can control and seeking medical advise tor tiwse we can't. 

Testing and Prevention 

How often should i have my cholesterol levels tested? 


You should get your cho1est«-d tested every tinree to five years, more often if you have high 
cholesterol levels. Please refer to toe table below tor guidelines tor total chotesteroi, LDL and HDL 
levels. 



Desirable 

Borderline 

Undesirable 

Total Cholesterol 

Below 200 

200-240 

Above 240 

HOL Cholesterol 

Above 45 

3545 

Below 35 

LDL Cholesterol 

Below 130 

130-160 

Above 160 

Total Cholesterol/HDL 

Below 4.5 

4.5-5.5 

Above 5.5 


Below 3 

3-*$ 

Above 5 


Figura 1 • Blood Typ* Rolationshlpa 


A convenient at home test kit which rrieasures total cholesterol Is helpful in between formal tests. You 
can obtain home test kite at wvifw.menshealthtech.com/cholesterol care.htm 

What Can You Do To Reduce Your Cholesterol? 

There are several steps you can take to reduce your cholesterol levels. The first is to eat a low-fat, 
low-<toolesteroi dieL That means keeping ycx;r total fat consumption-saturated, pojyunsatorated and 
monounsaturated-to fewer than 30 percent of your daily intake of calories Remember to keep your 
cholesterol intake to fewer than 3(M) mRligrams per day. Saturated tots contained in bufter, wixsie milk, 
hydrogenated oiis, chocolate shortening, etc. should comprise no more than one third of 
your total fat consumption. To reduce your total fat and cholesterol intake, 
limit your consumption of meats sutto as beef, pc»i(. liver and tongue (alwa^ trim away 
excess tot). In addition, avoid cheese, toed foods, nuts and cream, and tiy to curb ycur intake of 
eggs to no more than four per week. Try to eat meatiess meals several times a week, use skim milk 
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Free Copy 

LOWER CHOLESTEROL WtTHOUT 
DRUGS 
by Roger Mason 

A Practical Goicte to Using Diet and 
Supplernenls for Healthy Cholesterol 
Levels 



We highly recommend 

LOVIER CHOLESTHIOL VWTHOUT 
DRUGS 

A Pra«k:al Ginde to Using Wei arid 
upplements lor Healthy Cholestercri 
i.svels by R<^r Mason. It is avaSable 
at Ainazon and Barnes and Noble or 
you can get a free copy at 
www.mensheal»ttech.eom/ 
ehalesUrol care.htm 


Sponsors Message... 

Cut Your Total 
Cholesterol By At 
Least 15% IN The 
Next 60 Days Or It 
Cost You Nothing...! 

holes'terol Care™ Is the 

I Only Guaranteed 
Supplement That Contains 


and include fish in y«Jr diet Eat a wide v«iety of vegetables, pasta, grains and fruit Another good tip 
is to look at the padcags labd of the foods you buy, and restrict your choices to foods containing 3 
grams of fat or (ess per senraig. For low diotesterol diet recommendations and specific foods and 
food groups to avc»d go to www.menshealthtech.com/cholesterol care.htm 

There is evidence that water-«>!uWe H>ers can aid in lowering cholesterol; these foods include the 
fiber in oat or com bran, beans and l^tmies, pectin found in apples and other fruits, and guar that is 
used as a foidtener. Althdigh higMy touted tej the media and healto food stores, the phospholipid 
Lecithin has not been confimied as a reducer of blocd cholesterol levels. What has been found to be 
effective is supplements containing Beta-sitosterot an natural substance from plant souces. 
Guaaui liPids have beat known to reduce total cholesterd and recent sfrjdies have 
established their effectiveness otwr a 6-9 month period. 

If you are overweight, fr^g to tose weight' and induding aerobic exerdse in your routine can help 
raise those desirable HOL levels. Diet and exercise alone can decrease cholesterol levels by up to 15 
percent 

It probably ccxrtes as no surprise to you that, if you smoke, you should quit to avoid a wide range of 
he^th problems, induding lower HOL levels and increased risk of heart disease and heart attack. 

Batic to top 

Cholesterol Reducing Supplements 

tils entirely possible to use natural herbs and nutritionai supji^ements to assist in lowering overall 
cholesterol, raise HCA. whUe lowering LOL and triglycerides. Numerous studies su^rt the vajue of 
supplements, Vihich suji^rt hedthy cholesterol levels with very few cases of dde effects c^en 
experienced with drugs. When supplement are taken in combination of a low cholesterol diet and 
moderate exercise, remarkable results have often been e>q>erienced. 

Are Cholesterol Reducing Supplements Right For You? 

While supplements are not a substitute proper medical treatment many mainstream practitiemers 
are recommending natural alternatives in cases where patients' are not in high-risk categories. Is 
cholesterol reducing supplementation right for you? That cert^nly depends on your overall health 
condition, medical history and current level and ratio of choiesterot. The following list of supplements 
known to be valuable in dealing witii chdesterol problems is in part taken from research and stodies in 
the U.S. and abroad. 


A portion of this research has been comfxTed in a book by Roger Mason “lower cholesterol 
HYTTrour drugs" Availatrfe at Amazon, Barnes and Nobel or a free download can beobfoined at 
www.menshealthtech.com/cholesteroi care.htm 

Cholesterol Reducing Supplements 

Beta-sitosterot. Beta-silwterol is a healthy plant oil, found In all vegetable matter, but in minute 
quantities, except in sugar cane, solans and rice. It can decrease the absorption of cholesterol In 
the digestive system and decrease the amount of chole5ter()| produced by the liver. Beta-Sitosterol 
decreases absorption by locking to the tot molecules eaten arid by blocking the tot molecule 
absorption gates in the intestines. The tots and chdesterol are then excreted rafoerth^ absorbed. A 
study in toe Aroericari Journal of Clinical Nutrition showed a 42% decease In cholesterol absorbed 
when taking beta-srtosteroi before eating scrambled eggs. 

At McGiH University m Montreal (Can. J. Physiol. Phannacol. 75, 1997, p. 217-27) doctors did a 
review of the literature on beta-sitostert^ and cholesterol metabolism. They researched in detal 18 
major studies that used Seta sitosterol to lower cholesterol and triglycerides. They concluded,” the 
addition to diet of phytosterois ( Beta -sitosterol) represents an effective means 
of improving circulating lipid profiles to reduce risk of coronary heart disease.” 
This study came complete with fo^ high quality references and left no doubt about the effediveness 
of Beta sitosterol on humans. 


According to Roger Mason *lf there was only one suppiement you could take to normalize your 
chotesterd 'H should be beta-sitosterol taken in approximately 300 mg doses every day. if you have a 
more serious proUerfi you can take two capsules a day or 600 mg. Betorsitosterol is the most 
studied,, most proven, most effective single way IVe found to lower tot^ and LDL (toolesterd*. 
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I All Six Natural ingredients 
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Lowering Dangerously High 
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drugs. Eliminate worry and 
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On Sale This 
Week...Save 30% 

No Risk Unconditional 
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Guggui Lipids. Guggul is an Indian h«t> fnam Commiphora tree friat has been well known in 
India for centuries. This resin has been a part of Ayurvedic medicine for centuries then but has only 
recently been discovered in the We^ it has beerrstudied in Eastern clinics and hospitals for over 20 
years. These studies have found that gu^ul reduces platelet stickiness so over closing does not 
occur in the blood Over dotfr^ caus^ strokes and heart attacks. A study in 1 988 (Planta Medica 
volume 4,. pages 271-^)owed guggd ftpids simulated thyroid metabolism and foncti(»3. increasing 
metabolism by stimula&tg the StyroU ^and can provide weight loss wifoout eating less. 

In two Indian Journal' of Merfidne sbidies and foe Journal of the Association of Physicians it was also 
found foat the triglyceride tev^ were reduced significanHy as vrell. So. in many subjects total 
cholesterol was lowered. HDL chdesteroi raised, LOL cholesterol lowered, Wglyceride levels lowered 
and even uric acid levels lowered. 


In human clinical trials of guggul flpid. cholesterol dropped 14-27% while tiiglyceride levels drt^ped 
ffom 22-30% tna 4 fo 12 week period. Studies have shown that foe e^ect of guggui lipid on serum 
cholesterol and trigtycwides is sup«ibr to foe lipkJ-lowering drugs. 


Chromium. Chronrtium is a very important trace element to take and works with the ofoer minerals. 
Chromium is often defident m our refined diets and you only need 200 meg (a mloogram is a millionth 
of a gram) a day. Some good multiwtamfos contain this but few supply foe 200 meg. required to be 
effective There are many studies showing foe value of chromium supptemsntaticm k»- our health In 
general. The label shotfid state 'chroatium (as chrc»Ttium picollnate)* 


Flax Seed Oil. Orhega-3's not dnty tower cholesterol triglyceride levels but also impM’oves 
blood parameters. It is very difficult to get a good supply of omega-3 fats in your dietunless you eat a 
lot of fatty fish like sardines, salmon, herring and mackerel. 

One of the best sources of Cknega-S'is flax seed. This is a deaner. less expensive plant product foat 
is preferable to fish oils. Rax be obtained in soft gel supplements or in liquid fotim at most 
stores. 


Beta glucan is a polysaccharide found in oats, barley, yeast and mushrooms. The miraculous 
powers of beta glucan to lower cholesterc4 and fogiyceiides and strengfoen bur immune systems 
have been known about for more foan a decade now. 


We highly recommend 

LOWER CHOLESTEROL WITHOUT 
DRUGS 

A Practical Guide to Using Diet and 
Supplements for Healthy Cholesterol 
Levels by Roger Mason. It is available 
at Amazon and Barnes and Noble or 
you can get a free copy at 
www.mensheaKhtech.comi! 
ehotesterol car»-httn 


Until recently it has been aH but impossible to economically extract it from even inexpensive oats and 
leftover beer brewirtg'yeast Realty, in foe year 2000 technology had advanced and you could get 
inexpensive beta glucan in 100 and 200 mg capsules very inexpensively: 

Roger Mason's book provides numerous studies, which demonstrate that beta glucan is a safe^ 
effective, powerful, proven, and inexpensive way to kwer your cholesterol levels, yet most people 
have never even heard of it Most vitamin companies don't even sell it and it can be difficult to find a 
reliable, strong, inexpensive brand in your drug store or even in your health food store. Learn more at 
www.mensihealthtech.coni/Gholesterol care.htm 


Soy tsoflavones There are two main Isoflavones we are concerned about whitfo aregenestoin 
and daidzein. The American He^ Nutrition Committee (Cireulation, December 2000) advised 
Ambricans with high cholesterol to add soy protein to foeir diets. In that repc^ Dr. Erdman said that 
numerous studies show that soy isoflavones lower LOL, raise HDL, knver triglycerides and lowef total 
cholesterol levels^ Endorsements frrm such prestigious groups as this should be heeded. 


Soy isoflavones improve blood proffies significantfy, improve foe quality of arteries and are even 
shown to lower blood pressure. AH of these effects have been obtained without any change in diet or 
exercise. 


Free Copy 


Red Yeast Rice Extract Researdi has shown that red yeast rice extract significanfly reduces 
total dioleslerol, LDL chdeslerol and triglycerides and increases HDL cholesterol Chinese red yeast 
rice extract contains 

cholesteroMosvering compounds known as statins, among them lovastatin, the same active ingredient 
in some prescription drugs.™. Statins vwxk by inhibiting foe key enzyme (HMG-CoA reductase) 
responsible for producing diolesterol in foe body. The results eff trials using red yeas! rice extract 
found that patients receiving red yeast rice extract ej^erienced a total didesten^ drop of 23%. wfoite 
( bad) LDL-cholest&rri dropped 283%. 

tiiglycerides dropped 38.5% and (good) HDL cholesterol increased 19.6%. 
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Least 15% IN The 
Next 60 Days Or it 
Cost You Nothing...! 
Cholesterol Care^ Is the 
Only Guaranteed 
Supplement That Contains 
Ail Six Natural Ingredients 
Proven Effective in 
Lowering Dangerously High 
Levels of Cholesterol and 
Triglycerides. . .Guaranteed 
to cut your cholesterol and 
lower your risk of heart 
attack or stroke while 
avoiding costly and often 
dangerous pfesaiption 
drugs. Eliminate worry and 
health concern's. 

On Sale This 
Week.. .Save 30% 

No Risk Unconditional 
Money Back Guarantee! 
Click Here To Save 
wvAW.menshealthtech.com/ 
chDlestero}_care.htrn 


Supplements Made Easy 

Taking all these diff^nt sui^dements can be qumbersome and costiy. We know of one company, 
which has deveioped a chdestend-redudng supplement, which contains many, {but not all) of the 
proven natural ingrecfierits mertfiwted ^bove. Add an omega 3 supplement or liquid to their easy to use 
product and you will have a c(^ effective method of using natural supplements to support your 
cholesterol goals. To learn more go to www.mensh6althtech.com/cholesterol care.htm 

Baektot&o 


Check Your Cholesterol and Heart Disease IQ 


Are you cholesterol smart? Test your knowledge about high blood cholesterol 
with the following statements. Click on true or false. The answers are at the 
bottom of this sheet. 

1. 

High blood cholesterol is one of the risk factors for heart disease that you 
can do something about? 

I 

F 

2. 

To lower your blood cholesterol level you must stop eating meat 
altogeffier? 

T 

£ 

3. 

Any blood cholesterol level below 240 mg/dL is desirable for adults? 

I 

F 

4. 

Fish oil supplements are recommended to lower blood diolesterol? 

I 

F 

5. 

To lower your blood cholesterol level you should eat less saturated fat, 
total fat, and chc^esterd. and lose weight if you are overweight? 

T 

F 

6. 

Saturated fats raise your blood cholesterol level more than anything else 
in your diet? 

I 

E 

7. 

All vegetable (^s help lower blood cholesterol levels? 

T 

F 

8. 

Lowering blood cholesterol levels can help people who have already had 
a heart attack? 

5 

F 

9. 

Some natural supplements nray help lower cholesterol? 

I 

E 

10. 

Women don’t need to worry about high blood r^olesterol and heart 
disease? 

I 

£ 

11. 

Reading food labels can help you eat the heart healffiy way? 

I 

F 


flack to top 


Answers to the Cholesterol and Heart Disease I.Q. Quiz 


1. 

True 

High blood chdesterol is one of the risk factors for he^ disease that 
a person can do something about High blood pressure, cigarette 
smoking, diabetes, overweight, and physical inactivitv are the others. 

2. 

False 

Although some red meat is high in saturated fat and cholesterol, 
which can raise your blood cholesterol, you do not need to stop 
eating it or any ottier single food. Red meat is an important source of 
protein, iron, and other vitamins and minerals. You should, however, 
cut back on the amount of saturated fat and cholesterol that you eat. 
One way to do this is by choosing lean cuts of meat with the fet 
trimmed. Anottier way is to watch your portion sizes and eat no more 
than 6 ounces of meat a day. Six ounces is about the size of two 
decks of playing cards. 

3. 

False 

A total bipod cholesterol level of under 200 mg/dl is desirable and 
usually pute you at a lower risk for heart disease. A blood choiesterd 
level of 240 mg/dL is high and increases your risk of heart disease. If 
your cholesterol level is high, your doctor will want to check your level 
of LDL-cholesterol ("bad* cholesterol). A HIGH level of LDL- 
cholesterol increases your risk of heart disease, as does a LOW level 
of HDL-cholesterol ("good" cholesterol). An HDL-cholesterol level 
below 40 mg/dL is considered a risk factor for heart disease. A total 


httpi//www.iboutyourcbioleslerol.ciMn/ 


Page 7 of 1 




341 


Free Copy 

LOWER WOLESTEROL WTHOUT 
DRUOS 
by Rogef Mason 

A Pracficd Guide to Using Diet and 
Supplements for HealUiy Cholesterol 
Levels 



We highly recommend 

LOWER CHOLBSTBIOL WTTHOUT 
DRUGS 

A PtacOeal Guide to Using Diet and 
Supplemanls for Heai^ CKolasterot 
Levels by Roger Mason. It Is avSfleble 
at Amazon and Barnes and Noble or 
you can tfet a free co^ at 
www.m«<»hesttntech.OQ!!l/ 
cholesterot cafe.Mm 


I 




t^Krfestercrf level of 2(X)-239 mg/dL is considered borderline-high and 
usually ino'eases ^ur risk for heart disease. All adults 20 years of 
age or oW©^ should have ttieir blood cholesterol level checked at least 
onc^ every 5 years. . ^ 

4. 

. 

True 

Fish oils are a source of omega-3 fatty acids, which are a type of 
polyunsaturated fat Most omega-3 supplements help to reduce blood 
cholesteml levels. Cold-water fish is a good food choice because it is 
low ai safarated fat. And high in omega-3s 


True 

Eating le^ fat especially saturated fat, and cholesterol can lower 
your blood cholesterol level. Generally your blood cholesterol level 
should begin to drop a few weeks after you start on a cholesterol- 
lowering diet. How much your level drops depends on the amounts of 
saturated fat and cholesterol you used to eat, how high your blood 
didesterol is, how mudi weight you lose if you are overweight, and 
how ywjr body responds to the changes you make. Over time, you 
may reduce your blood cholesterol level by 10-50 mg/dL or even more. 

1 

True 

Saturated fats raise your blood cholesterol level more than anything 
else. So, Uie best way to reduce your cholesterol level is to cut back 
on the amount of saftjrated fats that you eat. These fats are found in 
largest amounts In animal products such as butter, cheese, whole 
milk, ice eream, cream, and fatty meats. They are also found in some 
vegetable oils-coconut, palm, and palm kernel oils. 

7. 

False 

Most vegetable oils~canola, com, dive, safflower, so^ean, and 
sunflower oils-contain mostly monounsaturated and polyunsaturated 
fats, which help lower blood cholesterol when used in place of 
saturated fats. However, a few vegetable oils- coconut, palm, and 
palm kernel oils-contain more saturated fat than unsaturated fat. A 
special kind of fat. called "trans fat," is formed when vegetable oil is 
hardened to become margarine or shortening, through a process 
called "hydre^enation." The harder the margarine or shortening, the 
more likely it is to contain more trans fat. Choose margarine 
containing liquid vegetable oil as the first Ingredient. Just be sure to 
limit the total amount of any fats or oils, since even those that are 
unsaturated are rich sources of calories. 

1 

True 

People who have had one heart attack are at much higher risk for a 
second attack. Reducing blood cholesterol levels can greatly stow 
down (and, in some people, even reverse) the buildup of d^olesterol 
and fat In the wall of the coronary arteries and significantly reduce the 
chances of a second heart attack. If you have had a heart attack or 
have coronary heart disease, your LOL level should be around 1 00 mg/ 
dL iMiich is even lower than the recommended level of less than 130 
mq/dL for ttie general population. . 

9.' 

True 

There are significant amounts of research supporting the use of 
natural supplements to assist in reducing or controlling high 
cholesterol levels. While not for everyone many people can benefit 
from adding certain supplements to their daily diet. 

m 

False 

Blood cholesterol levels In both men and women begin to go up 
around age 20. Women before menopause have levels that are lower 
than men of the same age. After menopause, a women's LDL- 
cholesterd level goes up-and so her risk for heart disease increases. 
For both men and women, heart disease is the number one cause of 
death. 

it 

True 

Food labels have been changed. Look on the nutrition label for the 
amount of saturated fat. total fat, cholesterol, and total calories in a 
serving of the product. Use this information to compare similar 
products, /yso, look for the list of ingredients. The ingredient in the 


httpy/www^abbutyourcholesteroLcom/ 
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Sponsors Message... 
Cut Your Total 
Cholesterol By At 
Least 15% IN The 
Next 60 Days Or It 
Cost You Nothing...! 


Cholesterol Care™ !s ttie 
Only Guaranteed 
Supplement That Contains 
All Six Natural Ingredients 
Proven EfTectve in 
Lowering Dangerously High 
Levels of Cholesterol and 
Triglycerides. . .Guaranteed 
to cut your cholesterol and 
lower your risk of heart 
attack or stroke while 
avoiding costly and often 
dangerous prescription 
drugs. Eliminate worry and 
health concerns. 


On Sale This 
Week.. .Save 30% 
No Risk Unconditional 
Money Back Guarantee! 


Click Here To Save 
www.menshealthtech.c6m/ 
I cholesterol__care.htm 


greatest amount is first and the ingredient in the least amount is last. 
So to ctKwse ftwds low In saturated fat or total fat, go easy on 
products 8tat list fets or oil first, or that list many fat and oil 
ingredients. 

Back to lop 

Phytosterols Shown Again to Reduce Absorption of Dietary 
Cholesterol 


NEWSWIRE, August 20. 2WO— Naturally occurring plant compounds caHed phytosterots are 
known to lower blood levels of total cholesterol and low-density lipoprotein cholesteroL As a food 
ingredient, they are recognized as safe by the U.S; Food and Drug Administrafion. The FDA has also 
aw>roved a food label healtti &jat phytosterd esters tower tiie risk of coronary heart disease 
when used in cbnjuncbon wiSi a kuw-fat did. 


RESEARCH: Researdiers studied 10 volunteer subjects with normal diolesteroi levels to 
determine toe effed of naturaUy occurring phytosterols and phytosterol esters present in wheat germ 
on cholesterol absorphon. ^ erf toe subjects were fed toree different types of wheatrgeim confining 
muffins as toe test meals on three separate occastons; The researchers added 30 mg of cholesterol 
wito a chemical trac^ to aH of the muffins so cholesterol absorption could be measured. Ihe toree 
treatments induded 1) muffins with 80 g erf wheat germ' and 328 of naturally ocoirring 
phytosterols, 2) mullms vwth wheat germ in which the phytosterols had been removed and 3) muffins • 
with wheat germ to whi^ the removed ^ytosterols were added back. RESULTS: The muffins wito 
naturally occurring {rfiytosterols reduced choiesteroi absorption by 42.8 percent, compared to toe 
phytosterol-free wheat-germ muffins. There was no significant difference in efficiency of cholesterol 
absorption between the muffins wito naturally occurring phytosterols and those wito added purified 
phytosterols. IMPLICATIONS: This study demonstrated that purified plant sterds have toe same 
chdesterd-lowering eff^ect as naturally c«curring sterols in wheat germ. Phytosterols in low-fat foods, 
sudi as vtoeat germ, may be usehil in knwering cholesterol levels and a person's risk of heart 
disease. Ostiund RE. Rac»tle SB. Stenson WF, Tnhibition of cholesterol absorption by phyto^erol- 
replete wheat germ compared with phytodercrf-depleted wheat germ.” American Journal of Clinic:^ 
Nutrition. 2003:77:1385- 1389. 


For further information, readers are invited to ddwnioad a copy of Roger Mason's How to Lower 
Your Cholesterol Without Drugs. 

Back to top 

What Is Cholesterol? 


Choiesteroi is a fatlike substance carried by the blood to every cell in 
the body. Some cholesterol is needed by your body to develop cell 
walls and help with other important body functions. 


We highly recomiDend 

LOWER CHOLESTERCX. WITHOUT 
DRUGS 

A Practical Guide to Using Diet and 
Supplements for Healthy Chdestero) 
Levels by Roger Mason. It is availada 
at Amazon and Barnes and Noble or 


you can get a free c<^ at 
www.iTten^ealtM«ch.com/ 



Cholesterol comes from 2 sources: your body and the foods you eat. 
In your body, cholesterol is made In the liver. Your liver makes all the 
cholesterol your body needs. Certain foods you eat provide additional 
arhounts of cholesterol. Cholekerol in your diet comes from animal 
foods such as' meats, whole milk, cheese, butter, and eggs. 

So, while some cholesterol in your blood is essential to your health, 
too much can be harmful. Over time, excess cholesterol can build up 
on the walls of your arteries. This buildup, or plaque, narrows your 
arteries and reduces blood flow to the heart; this Creates the risk of a 
heart attack. 


If your level of LDL ”bad' cholesterol is high (160 or 
greater), you 

are at greater risk of hairiened arteries (atherosclerosis) 
and coronary artery disease. Maldng good diet ttooices 
is your first tine of defense wtoen striving to Improve 
cholesterd levels, knowing whiito foods to avoid and 
whkto to indude wilt not onty improve your drolesterol 


httpJAvww.aboutyourcholesteroLcom/ 
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Free Copy 

tOWER CHOL^TCROL WTHOUT 
DRUGS 
byRogerMa$on 

A PrscUc^ Guide to Using Diet and 
Supplements for Healthy Cholesterol 
Levels 



Sponsors Message..- 
Cut Your Total 
Cholesterol By At 
Least 15% IN The 
Next 60 Days Or It 
Cost You Nothfng...! 
Cholesterol Care™ Is the 
Only Guaranteed 
Supplement That Contains 
AM Six Natural Ingredients 
Proven Effective in 
Lowering Dangerously High 
Levels of Qioiesterol and 
T riglycerides. . .Guaranteed 
to cut your chcrfesterd and 
lower your risk of heart 
attack or stroke while 
I avoiding, costly and often 


levels, but will ki^rove your overafl heattti as well 

Exercise is also an exceBent sfeategy fcir reducing levels 
of LDL cholesterot. If diet and exerr^e strategies are 
unsuccessful In reducing levels of LOL choi^tefi^ then 
consider cholesterof-reducing supplements. 


Total Cholesterol 


Total cholesterol measures the cofpbmation of HDL and tOL, along with several factors. The 
levels of "fats* in the Wood-total chWesterW, HDL (a subset called "good cholesteroT) and LDL ("bad 
(^olesterol*) and triglycerides have been used for years to predict the risk of heart disease Higher 
choiesterW, LDL, tn^cerides. and/or low HDL aB are assodated with ino-eased risk of heart 
diseases. 


What Is "Good" Versus "Bad" Cholesterol? 

Cholesterol and blood do not mix wefl. So, for cholesterol to travel through your blood, it is coated with 
a layer of protein to make lipoprotein. Two lipoproteins you may have heard about are high-density 
li^protein. br HOL chWesterW, and lovv-density lipoprotein, or LOL cholesterol. 

"Good"- HDL Cholesterol 

High-density lipoprotein, or HDL cholesterol, has earned the nickname 'good drdesteroL' That’s 
because it is believed to remove cholesterol from the blood. High levels W HDL in your blood may help 
to reduce your risk of coronary heart disease. A low level can increase your risk of heart disease. 

"Bad"- LDL Cholesterol 

Low-density lipoprotein, or LOL dwlesterol, Is known as *bad cholesterot.’.Excess LDL builds up In 
your arteries and may lead to heart disease. The higher the levei of LDL, the higher your risk of heart 
disease. Lowering eievated LDL cholesterol can reduce Bte risk of having a heart attack. 

Helpful Hint 

Here's an easy way to remember your levels when you get your cholesterW checked: 

You want your HDL to be "high* and your LDL to be ‘low...* Cholesterol Carewith Beta-Sitosterol and 
Cuggul Lipids has been proven effective in reducing LOL levels. . . click here for mors 
information 


What about the ratios? 

Vrtren bie total cholesterol is low. su<^ as in the 150-160 range or less, HDL levels and ratios are 
essent'ally insignificanL At such low levels the LDL will also be low. and high or even "average* levels 
of HDL are not necessary to prevent ^ WiiWup of plaque. As the total cholesterol begins to rise, HDL 
levels and ratios take on more and more importance. So if yoiir total cholesterol is 180, your HDL 
level and ratio are importanL If your tot^ cholesterol is 200, your HDL level and ratio are very 
importanL At 220 or higher they are of extieme importance. Simply put as the levd of tot^ cholesteiW 
begins to exceed 150-160, the HDL level and (^olesterol/HDL ratio begins to be a rfek factor and 
gradually increases in importance as the cholesterol count goes higher. You wit see tois graded 
increase In the following Cholesterol Risk Chart. 


Back to top 
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dangerous prescription 
drugs. Eiiminate worry and 
health concerns. 

On Sale This 
Week.. .Save 30% 

No Risk Unconditional 
Money Back Guaranteel 
Click Here To Save 
www.menshealthtech.com/ 
choIesterol_care.htm 


Cholesterol Risk Chart 


HDL figures are m ttie teftoAimn. Oiolesterol figures are in the top row. Match the row and column. 


Total Cholesterot Level 
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Chcriesterc^ Care with Beta~Sitoslerol and Guggul i.ipids has been proven to effective reduce 
c^otesterd... Click here for more information 


Free Copy Back to top 

LOWER CHOLESTEROL WITHOUT 
DRUGS 
by Roger Mason 

A Practicat Guide to Using Diet and 
Supplements for Heatdiy Chcriesterol 
Levels 
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About Your Cholesterol 


ht^://w\vw.aboutyourcholesteroi.com/'!_weicome.as]: 



CONTENTS 


AboutYourchoiesteroicom AboutYourCholesterol.com 


Cholesterol 101 

Bad vs. Good Cholesterol 

Two Sources of High 
Cholesterol 

What ar^ Your Risk 
Factors? 

Cholesterol Testing and 
Prevention 

Cholesterol Level Scale 
and Cholesterol Risk 
Charts 

Prescription Cholesterol 
Drugs: Statin Drugs 

Natural Cholesterol 
Reducing Supplements 
Beta>^itosteroi and 
Cholesterol 
Gugulipid and 
Cholesterol 
Soy Isofiavones and 
Lowering Cholesterol 
Red Yeast Rice 
Extract and Lowering 
Cholesterol 


Everything You Need to Know About Cholesterol, 
High Cholesterol and Ways You Can Lower Total 
Cholesterol and Minimize Your Risk of Heart 
Attack or Stroke, 

High cholesterol is responsible for 70% of heart disease 
and is the leading killer of both men and women after the 
age of 45. High cholesterol leads to arterial blockage, 
hardening of the arteries, blood clots, dogged arteries, 
heart attacks and stroke. 

On the positive side your cholesterol levels can be 
controlled and in most cases safe cholesterol levels can 
be reached and maintained in as few as six to eight 
weeks. Everything you need to know about lowering high 
cholesterol to healthy levels including low cholesterol 
foods, low cholesterol diets, cholesterol lowering drugs, 
cholesterol charts, cholesterol levels and ways to lower 
cholesterol naturally can be found on this site. 

Here is a Summary of the Topics 

Cholesterol 101 What Is Cholesterol? 

Bad (LDL Cholesterol) vs. Good {HDL Cholesterol) 

Two Sources of High Cholesterol 

What are Your Risk Factors, Understanding Cholesterol 
levels? 


Foods that Lower 
Cholesterol 


Cholesterol Testing and Prevention 

Cholesterol Level Scale and Cholesterol Risk Charts 


Low Cholesterol Diet Plan Prescription Cholesterol Drugs, the Statin Option 


Site Map 
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About y our Cholesterol 


http;//www.aboutyourcho!esterol.com/l_we!come.asp 


Testimonials 



Statin Drugs, Their Benefits and Side Effects 
Natural Cholesterol Reducing Supplements 
Foods that Lower Cholesterol 
Low Cholesterol Diets 

Within each topic you will find both the cholesterol 
information you need and answers to all your high 
cholesterol questions. And if you want more in depth 
infomnation such as cholesterol studies, cholesterol risk 
charts, statin side effects, ways to lower cholesterol, low 
cholesterol diets, low cholesterol foods and cholesterol 
treatment options you will find them all here, quickly and 
easily. 

If you are among those who are affected by high 
cholesterol due to a family history of high cholesterol or if 
you have high cholesterol because of unhealthy food 
choices this site will prove invaluable in providing you with 
answers, tips, treatments and prevention options that will 
minimize your high cholesterol concerns and worries. 

if you are ready get started on a path to great health and 
get high cholesterol problems behind you, read-on. You 
can use the navigation buttons on the left or view our site 
map to access the many helpful topics and answers to any 
high cholesterol question you may have. 

If you have recently taken a cholesterol blood panel test 
and already know the problems and risk of high 
cholesterol you may want to consider this AH natural 
Cholesterol Treatment that guarantees to lower high 
cholesterol by at least 40 points in just 8 weeks or less. It's 
free of side effects and very affordable.Thousands have 
found this natural option the right choice for them. 

Next: Cholesterol 101. Get the Basic Information vou 
need to understand the causes and types of 
cholesterol that have an effect on your heart health 
and risks of serious problems such as heart attack 
and stroke. 


LOWER CHOLESTEROL WiTHimT £>R‘h.^ 

A! N^.iiiMi .ii j aru it'-.-ou l 

V./W 14K At I MYC^KlU t- N At ‘iKAt S * OM 
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About Your ChoJesterol 


htlp:/Avww.aboutyourchoiesterol.com/l_welcome.asF 


These statements have been evaluated by the FDA. Products not intended to diagnose, 
oire, treat or prevent any disease. 

Contact Us • Site Map * Privacy 
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Hankirii Joan E 


from: Askine, Mark W 

Sent: Wednesday, January 16, 2008 7:18 PM 

To: Hankin, Joan E: Dean, Robertr Brony, Michael 

Cc: Davis, Kristin; Abrams, ThoVnas W 

Subject: Vytorin promotional materials 


The acticm item from our meeting witii Ors Temple, Parks, and Colman this evening is tiiat we will inform the sponsor of 
Vytorin that they need to revise tiieir promotional materials to dearly convey the information about the lack of additional CV 
benefits with V^orln compared to Zocor, consistent vwth ti>e following statement from approved PI for Vytorin; "No 
incremental benefit of Vytorin on cardiovascular morbidity and mortality over and above tiiat demonstrated for simvastatin 
has been demonstrated." 

We can dscuss in greater detail tomorrow. Thanks. 

Mark 


1 
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Davis, Kristin 


From: 

Sent: 

To: 

Cc: 

Subject: 


Davis. Kristin 

Ttiursday, January 17, 2008 2:43 PM 

Cruzan. Susan M; Temple, Rob«1; Jenkins, John K; Parks. Mary H; Colman, Eric C; 
Rosebraugh, Curtis; Zavwsza, Julie 
Behnnan, Rachel E; Askk^e, Mark W 
RE: nyt ed > Cholesterol Drug Bombs 


These type of letters (asking sponsors to change their promotion) are generally not 
publicly disclosable. As far as when the changes in- promotion will take place, we plan to 
send the letter by next week and sponsors have until their next reprinting of materials or 
90 days, whichever occurs first, to make the changes. 

Original Message 

From: Cruzan, Susan M 

Sent; Wednesday, January 16, 2008 7:37 PM 

To: Tenple, Robert; Jenkins, John K; Parks, Mary H; Colman, Eric C; Rosebraugh, Curtis; 
Zawisza, Julie 

Cc: Davis, Kristin; Behrman, Rachel B ' 

Subject: Re: nyt ed > Cholesterol Drug Bombs 

Thanks. When is that made public? 


Sent from my BlackBerry Wireless Handheld 


Original Message 

From: Temple, Robert 

To; Jenkins, John K; Parks, Mary H; Cruzan, Susan M; Colman, Eric C; Rosebraugh, Curtis; 
Zawisza, Julie 

Cci Davis, Kristin? Behrman, Rachel E 

Sent: Wed Jan 16 19:02:49 2008 

Subject: RE; nyt ed > Cholesterol Drug Bombs 

We went over advertising tonight with Kristin, Mary, and Eric, and noted that vytdrin DTC 
ads did not include that disclaimer (a similar on in Zetia labeling was in ads) . we will 
ask for revision. The reason was that Vytorin does contain a statin drug with such an 
effect and explaining it all to a lay audience seemed too difficult. We will expect the 
difficulty to be overcome. 

Original Message 

Prom: Jenkins, John K 

Sent: Wednesday, January 16, 2008 11:40 AM 

To: Parka; Mary H; Cruzan, Susan M; Colman, Eric C; Tempi®/ Robert; Rosebraugh, Curtis; 
Zawisza, Julie 

Subject: RE: nyt ed > Cholesterol Drug Bombs 

We should point reporters to the sentence Mary notes below in the approved labeling. 


John K. Jenkins, M.D. 

Director, Office of New Drugs 
10903 New Hampshire Avenue 
Bldg #22, Room 6304 

Silver Spring, M3 20993 i 

301-796-0700- 

301-796-9856 (fax) 

TOTE, New E-tnail Address: jphn.jenkins@fda.hhs.gov 
Original Message 

From: Parks, Mary H '• • 

Sent; Wednesday, January 16,. 2008 8:45 AM 

To: Jenkins, John K; Cruzan, Susan M; Colman, Brie C; Temple, Robert; Rosebraugh, Curtis; 
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Zawisza, Julie • 

Subject: RE: nyt ed > Cholesterol Drug Bombs 

To misstatements. In fact, vytorin label (which is - simvastatin plus ezetimibe) has the 
.ollowing sentence under Clin Studies: 

"No incremental benefit of Vytorin on cardiovascular morbidity and mortality over and 
above that demonstrated for simvastatin has been established" 

Original Message 

From: Jenkins, John K 

Sent: Wednesday, January 16, 2008 8:00 AM 

To: Cruzan, Susan M; Colman, Eric C; Teti^le, Robert; Parks, Mary H; Rosebraughi, Curtis; 
Zawisza, Julie 

Subject: RE: nyt ed > Cholesterol Drug Bombs 
Susan 

I think for now you need to say that: 

-We need to review the data from the ENHANCE study once it is submitted to FDA so we can 
more fully understand the results 

-We will be considering what, if any, impact this new study will have on our standards for 
approval of cholesterol lowering drugs and may seek outside input at a future public 
meeting 

-Zetia and .Vytorin were approved based on their proven ability to lower cholesterol, which 
the Agency has accepted as a validated surrogate endpoint and has been the standard for 
initial approval of other cholesterol lowering drugs, including statins 

-Zetia and Vytorin do not carry claims for reduction of cardiovascular events other than 
y claims that may have been demonstrated for the statin that is used in combination. 

.ly claims for reduction of cardiovascular events above and beyond those of any statin 
used in combination would require clinical trials like those that are ongoing. This same 
approach, i.e., initial approval based on DDL lowering followed by later studies to 
demonstrate reductions in cardiovascular outcomes, has been used for other cholesterol 
lowering drugs, including statins. 

Mary and Eric should review the above to make sure that I have not misstated anything. 

John 


John K'. Jenkins, M.D. 

Director, Offiqe of New Drugs 
10903. New Hampshire Avenue, 

Bldg #22, Room 6304 
Silver Spring, MD 20993 
301-796-0700 
301-796-9856 (fax) 

NOTE, New E-mail Address: john.jenkins@fda.hhs.gov 

Original Message . 

From: Cruzan, Susan M 

Sent: Wednesday, January 16, 2008 7:44 AM 

To: Colman, Eric C; Temple, Robert; Parks, Mary H; Rosebraugh, Curtis; Jenkins, John K; 

Cruzan, Susan M; Zawisza, Julie 

Subject: Fw: nyt ed > Cholesterol Drug Bombs 


reness. We have had queries from a fair number of media outlets who are asking about 
approval for this drug and how this in^acts how we view continued use of this drug and 
related advertising- I sent a query yesterday. 

We have advised reporters that _ 

we will have to review all data in light Of studies to determine if it in^jacts the 
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labeling and advertising for the drug. 
Susan C 

Sent from my BlackBerry Wireless Handheld 


Original Message 

From: Conover, Eileen (HHS/OS) <:eileeh.conoverehhs.gov> 

To: Brodsky, Jason D; Weems, Kerry (CMS); Pearson, Christina (OS); Zawisza, Julie; Babin, 
Holly (OS); Meron, Daniel (OS); Cruzan, Susan M; Stannard, Paula (OS); Hall, Bill (OS); 
Ott, Laura (OS); Bennett, Jason (OS); Nelson, Michael K (OS); Ventimiglia, Vince (OS); 
Hughes, Matt (OS); Lawrence, Arthur J (6S)‘; Mckeown, Rich (OS); Burton, Craig (OS) ; 
Winckler, Susan; Sasse, Ben (OS); Mitchell,/ Brian P (OS); Lutter, Randall; von Eschenbach, 
Andrew C-; Barnett, Brynn A (OS> ; Morris, Gireg (OS); Campahelli, Richard (OS); O'Neill, 

Jim (OS); Sass, Raymond (OS); Parekh, Anand (OS) ; Schweers, Kevin (OS); Pearson, Christina 
(OS); Wright, Don (OS); Stansel, James (OS); O'Neill, Jim (OS); Sundlof, Stephen F; 

Dunham, Bernadette M 

Sent: Wed Jan 16 07:14:01 2008- 

Subject: nyt ed > Cholesterol Drug Bombs 

January 16, 2008 

Editorial 


Oiolesterol Drug Bombs 


There have long been suspicions, but it was still very disturbing- to learn this week that 
a heavily promoted cholesterol-lowering drug had flimked a clinical trial of its 
ffectiveness in reducing fatty deposits in arteries. The two companies that reap billions 
from the drug had been cynically sitting on the results for more than a year. 

The drug, Zetia, and a coiriDination pill that contains it, vytorin, are made by Merck and 
Schering-Plough and used by millions of patients . They generated more than $5 billion in 
sales last year. The con^janies sponsored a clinical trial of the drug's effectiveness in 
hopes that positive results would strengthen their marketing efforts. 

The trial was conducted in 720 European patients with genes that cause abnormally high 
cholesterol levels. For two years, the patients received either Zocor, an older 
cholesterol drug, 6t Vytorin, a combination of Zocor and Zetia. The assumption was that 
vytorin would reduce the growth of fatty plaques — a risk factor for heart attacks and 
strokes — more than Zocor alone. As it turned out, the placjues grew almost twice as fast 
in patients taking the Vytorin. 

There are reasons to be cautious about interpreting these results. The number of patients 
was relatively small. And many of them may have, used different drug treatments for years 
before entering the trial, possibly diminishing the effectiveness of adding Zetia. 

The companies' grudging release of the data has raised disturbing questions. A House 
committee will explore whether they withheld the, results lest they interfere with sales 
and only released them under pressure from Congress and news media reports. Whatever the 
committee discovers, the experience is one more argument for why scientists involved in 
studies sponsored by drug companies must insist on the right to review and release data. A 
new law that strengthens the penalties for companies that do not release data promptly 
should help. 

The findings also raise doiibts about the current belief that lowering cholesterol is the 
‘.y to cardiovascular health. The study showed that Vytorin reduced bad cholesterol 
..ignificantly more than Zocor alone. The problem was that it failed to reduce the 
formation of plaque. 

The companies are conducting three large clinical trials to test whether Vytorin can 
nevertheless reduce heart attacks and strokes. Results won't be available until at least 
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2011. Meanwhile, with no evidence of effectiveness in plaque-reduction, it seems clear 
that Zetia and Vytorih should be used sparingly, in cases where all other cholesterol 
drugs have failed. 


Eileen Conover 

Office of the Chief of Staff 
Ph: 202-690-8157 

Fax: 202-205-2405 
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From: DeGroot, Eric [e.degrootgirnagfpace.conij 
Sent: Wednesday, March 15, 20<i)6 7:08 PM 

To: M.Gene Bond; J.J.P. Kastelein; daniel.o-'^learySeatJ.'t.^Bhriati.org-; 

Strony, John; Bransford, Toni; j,polack0iinagepace.eom 
Subject; RE: Batch Reading Discrepancies 

Attachments : Docurnent2 . pdf 

dear gene, 

1 am not neglecting the important contributions of all and certainly not yours. 

I 

However in the course of Enhance there has been little anticipation on the things to come 
prior to the efficacy analysis and things were s-iinpiy not sorted out prior to start of 
that efficacy analyses . 

T-his is a major logistic error and includes the ©©mplete lac.k of quantitive In-Xriai QAQC 
data. 

I have requested alterations in course for over 3 years, and now time has caught up. 

At CEL we have been treated like bunch of criminals. 

We have been harmed. 

The data has been designated as ’crap’ and the variability is 'very bad' 

Starting t-oo late (in October 2005) with the efficacy phase with an ever increasing 
number of readers, with no time to spare, is another major logistic failure. 

All of this has been indicated by me repeatedly. 

The complete lack of smooth feed back loops in the course of the trial has created a 
logistic disaster that could have been prevented elegantly. 

That has also been repeatedly coniraunicated. 

The thing is: actually I do not blame you. 

The thing is, you could not know nor do many people at SP, because for running this trial 
you need to 'zoom in' and 'out' from overview to the very detail of the study in order bo 
make important decisions . 

For that you need to constantly monitor and work with descriptive statistics in order to 

k|^p the bookkeeping of the trial in order. 

y6u also need a quantitative tool: quantitative data. 

The only way to do this and provide for proper QC is efficiently monitor the data 
quantitatively a-s Jo Polak indicated below; only assessment of the primary endpoint data 
are the proof of things going right and things going wrong. 

The fact that you tdld me that you are unable to do the statistics nor posess over data 
has made my life very, very difficult. 

ft basioally means you are unable to grasp the scope and magnitude of 50000 images, let 
alone handling them. 

You do not have a 'feel' with the data. 

As a consequence your advices are not wrong, they are logic and bright and I always find 
your discussions meaningful and helpful. 

However due to sheer size and magnitude your advices lack reality testing end insight in 
the procsss of running this trial one can only acquire by bookkeeping and oaloulation. 
This bookkeeping is what you do not do and cannot do, because adequate quantitative data 
are missing. 

That is your problem and that makes you partially inadequate to cope with specific issues 
of thi-s study. 

Since I do a lot of studies with same protocol I also miss the data, but the difference 
is that I know what I am missing and I have been yelling it from the rooftops. 

At pr-esent we are again 1 month underway using a system I think will work better and will 
get us on the road better prepared. 

I think the side-by-side assessment is an exceXl'ent idea. 

As time goes on, again time is catching up and this may be the pitfall like it has been 
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bef oce . 

We at GEL ate working hard to adapt to fehe 'new' side-t©-side approach and make things 
happen 

We are not awaiting orders., w.e are not talking enoll-essly, we do av/axt simple decisions, 
we do not await payment, we are not frustrate, but anticipate and enthouoiastically have 
started till we hear from SP . 

The first phase of our replicates according to lAe new and old method is underway and we 
will have more data by the start of next week. 

This will save the time we will so dearly need at the finlGh. 

Finally, the overall variability of the replicates has been calculated as an SD of 
0.09mm, even without taking out the extremes/outliers the software system is designed to 
cope with in the first place. 

The outcome i-s consistent and robust. 

Less then half the magnitude of the anticipated SD of 0.20. 

my best regards 
eric 

eric de groct, rad phd 
+31 6 5160 9046 


From: M.Gene Bond [mailtojragbondSwfubnic.edu] 

Sent: Wed 15-Mar-06 4:53 PM 

Toj DeGroot, Eric; j.J.P. Kastelein; daniel.o'iearylcaritaschristi.org; 
john . strony8spcorp . com; toni .bransf ordgspGorp. com; j .polaGk@imag6paoe. com 
Subject': RE: Batch Reading Discrepancies 


Eric; Was working on your written "contributions" to the amended ENHANCE reader 
protocol, and the re-training agenda for your readers when your latest e-mail message 
was opened. 

Your question is- "any thoughts?". You are misinformed about my advice to SP 
concerning independent "advisors". You are incorrect in stating that the BNHANGE trial is 
"in great trouble" due to my advice. In fact Eric, you have in past conversations 
belittled, att-adked, and degraded significant contributions made by several of your 
collaborators in this project, . including professionals in the Coordinating Centers, 
Sponsor '■.s and even a senior member of your staff. The people whp have tried to assist you, 
and yoUr lab in meeting the high scientific standards required in this study have 
received the back of your hand» and your arrows. Your attitudes and methods of 
expressing your frustrations continue, even though your peers have oontributed 
significantly to helping you write training agendas, certification proceedures, ect.-, 
i,e., things you either would'nt or could’nt write. Lastly, the QuaritatJ.v6 Assessment 
that you indicated "(flunked cort^ietely) ", contains the majority of Sonographer 
controlled performance characteristics that influence the variability of IMX 
measurements. Eased on Johan's readings, compared with the original e-ffl-Gacy reads, your 
-readers were not fully trained to evaluate these Sonographer controlled performance 
characteristics. That is a failure to implement an agreed upon protocol. Gene 


From.: DeGroot, Eric [mailto: e . degroot@imagepace .com| 

Sent: Tue 3/14/26cr6 5:53 PM 

To: J.J.P. Kastelein; M.Gene Bond 

Subject: RE: Batch Reading Discrepancies 


Dear Gene, 

There seems to be a great discripancy in the ideas about image assessments. 


MSPP 003844 



355 


At present you have heavily payed entered the SP trial in great trouble due to your 
advices that include: 

1. Independent advisors (Hennig:, / t-hat very expensively have t-aken away quality 
assessment . 

2. Qualitative assessment (that flunked completely) Any thoughts? 

Beat regards 

Eric 


Original Message 

From: Polak, Jo 
Sent: Fri lO-Mar-06 6:19 PM 
To: Brown, Mike; DeGroot, Brie 
Gc: Zabbatino, Salvatore 

Subject: RE: Batch Reading Discrepancies 

Look at the data we have. The bottom Line i-s the ability to do the init measurement and 
draw the line. The image quality score is a rough surrogate. 

At least that is the intent of having implemented and using such a score. 

Jo 
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--Original Message — 

<*roiTi: «1c degrpot [mailto?,^iedg,@xs4alLnl3 
Sent: Wednesday, August iS, 2006 4:41 PM 
To; ^rony^ John 
JJ.P^. Kastelpin 

Subject: RE: sp efflcaey analysis qe 

| ,alrea% used this approach In the VPS. 
this supported you as w,e!l it Supported Toni. 

Thats’s why it worked in the compare with Imagepa.ce and It will save your ass when the product doesn’t 
show an effect. 

Be careful with me my dear John. 

Eric 


From: Strony, John [mal!to;john.strony@spcorp.coro] 

Sent; V^ednesday, August 23, 2006 6:48 PM 

To; Brahsferd, Toni; eric de gropt; M.Gene Bond 

Cc: Petrauskas, Stanley; Ghno ^kker; Veltil, Enrico; J.J.P. Kastelein 

Subject: 1^: sp efficacy aoalysis qc 

Eric, 

The GEL did a great job with the Vanguard readiqg exercise. To your credit, the MSP joint venture attributes 
to a great degree the remarkable reduction in the observed variabiiity to your single handed efforts at 
Qverreading and QC'Ing the control images. The problem is that with the crecTfteomes hie expectation that 
you personally will continue to demonstrate this commendable level of ownership and leadership. There is 
much at stake with this study. As such the joint venture will tiot allow senior readerfs) or designee(s) to 
perform the task that you so masterfully do. 

Look at it this way, you wIlLmuch to celebrate this New Year's holiday, 

John 


— Original Message — 

From: Bransford, Toni 

Sent: Wednesday, August 23, 2006 U?20 AM 
To; ’eric de groot'; M.Gene Bond 

Cc: Strony^ Jdhn; Petrauskas, Stanley; Onno Bakker; Veltrl, Enrico 
Subject: RE; sp efficacy analysis qe 

Af we discussed yesterday, there is NO WAY toiat SP or the joint venture wILagree to having 
observers ’’over-readirigi" the readers. The ob^iVe^s vyill not be paid for and their doSts are being 
deducted from the.bucfget to be sent back to you If It has not been already. You cqn continue to to 
sneak Ih things that we Have already preduded, however, we will not relent and alibw tor anyone 
other than yourself as "Observer" or "over-reader" or "super-reader" or post-reader" or v^atever term 
is being usedat the moment. It stands for the same thing...that is someone other than you doing the 
QC. Ohee again. I admonish you to sijgk to toe terms predefined. I have rewritten the SQP to m^e 
it more agreeable to your sponsors. This was discussed yesterday and has been discuss^ 
numerous times tn the pasl 6 months. There wilibe no compromises here. 


Toni Bransf ord, Mb, f AC€, FASE 
Clinical Project Dir^tor 
Schering^^Plough Corporation 
908-740-2551 
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Subject: Fw: 

g©.od news I assume 
Soren Christiansen 


Original Message 

From: J. J.P. Kastelein <j . j . kasteieineamc.uva. nl> 

To: 'Strony, John' < john . strony8spcorp.coin> 

GC: Christiansen, Soren Bo (WS); Rick Veitri <8nrico.veltri@spcorp.cora>; 'Bransford, 
Toni' <toni.bransford@spcorp.coro> 

Sent: Xue Dec 12 10:12:39 20.06 
Subject : 

Dear John, 


As promised, I spoke at lenght last night with Dr. Steve Nissen about the submission date 
for the final data of the ENHANCE study. 

He has promised to give me a prominent spot in the late breaking trial session of the ACC 
meeting in New Orleans- Furthermore, he would allow a i-ater date than the 3rd of January 
for the data-submission. 

This is great news, since it means that there is no reason what so ever to let anything 
stand in the way of an ENHANCE presentation in New Orleans. 


Kind regards, John 


Joyce Jansen 

P.A. to John J.P. Kastelein, MD, PhD 
P.rofessor of Medicine 
ciiairman, Dept, of Vascular Medicine 
Academic Medical cente? 

Meibergdreef 9, room F4-i5S.2 
1105 AZ Amsterdam, The Netherlands 
teli +31 2-0 566 6612 
fax: +31 io 566 9343 

mail : j . j . kast eleinSamc . uva . nl / j . s . jansen@amc . uva . nl 
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From: Ghristi^sen, Soren Bo (WS5 
Sent: Monday, January 15, 2007 8:25 PM 

To: Stoner, ^zabeth; Pasternak, Richard, Muslins, Ihomas A.; Nouss, Edgar M. 
Subject: FW: ACC 
As promised 
Soren 


From; J J.P. Kastelein [mailto:j.j.kastelefn@amG.uva.ni3 
Sent: Moriday, January 15, 2007 4:31 AM 
To; Christiansen, Soren Bo (WS) 

Subject: ACC 

Dear Soren, 


If it is up to me. I definitely want to present ENHANCE at the ACC in New Orleans but bigger forces than myself are at 
work here so the outcome of that is unknown to me as weli. 

Everythiilg wiii bn how things are going this week. A large groiflo from SP international as well as local is visifing 
my department to determine if and how many of the images will have to be re-read. 

Also, an outside IMT-specialist as well as an additional data-manager will be added to our team. So ail in ail, at the end of 
this week we will know whether we can make ACC or not. 


Kind regarcte, John 


Joyce Jansen 

P.A. to John J.P. Kasteiein, MD, PhD 
Professor of Mecficine 
Chairman, Dept pf Vascular Medidne 
Academic^ Medical Center 
Melbergdreef 9, room F4-159.2 
1105AZ Amsterdam. The Netherlands 
tel: 431 20 566 6612 
fex: 431 20 S6§#343 


mail: j 
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Schering Plough ENHANCE consultancy report 

Michiel L.Bo&,MD. PhD 
Associate Professor of Epidemiology 
Julius Center for Health Sciences and Primary Care 
University Medical Center Utrecht 
Heidelbergtaan 100, 3584 CX Utrecht 
The Netherlands 
m.l.botsOumcutrechtnl 
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Summary 

The GIMT measurements seem to be done according to the procedures outlined in 
the protocol. The CIMT measurements in ENHANCE have been done in a consistent 
manner, leading to reproducibility findings that compare well with that of published 
studies from other multi-centre randomized trials. The number of missing data points 
is most likely somewhat higher that what has been reported earlier. Yet, the evidence 
shown to me is sufficient to indicate that the CIMT data in ENHANCE are fine: i.e., no 
better, no worse than what has been reported in the Hterature. 

However, the SP/MSD team would like to their utmost to potentially further reduce 
the measurement variability in the data, given the restriction of the availability of the 
imaging information. Based on the information there might be three ways to address 
ttiat Rrstly, reduction of missing CIMT values by evaluating whether CIMT can be 
validly measured from other image selections of the same visit. Secondly, a 
longitudinal outiier analyses, i.e. identification of the outlier, re-evaluatipn, and 
potentially change the CIMT value in the dataset. Thirdly, optimise the statistical 
analyses of the data, i.e., use the state of the ad model statistical models to assess 
difference in change in CIMT across treatment arms in randomised controlled trials. 

Important to realise is that the above mentioned activities might reduce 
measurement variability to some extent. The expected effects on variability are 
however likely to be modest. Again, randomisation in ENHANCE protects against 
bias in the estimate of the difference in CIMT change between treatment arms. 
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1. Introduction 

During a recent telephone conversation between members of the Sobering Plough 
team of the ENHANCE study, among which Toni Bransford and John Slrony, the 
SP/MSD team would like to have dr. Bots as an independent consultant for advice 
regarding GIMT issues in the ENHANCE trial. 

ENHANCE is a randomised controlled trial evaluating the combination of Ezetimibe 
+ simvastatin versus simvastatin alone on progression of carotid intima-media 
ttiickness as assessed with ultrasound. 

From the conversation, the following was understood 

• The study is still in its blinded phase. The timeline to de-blinding of the study 
has been extended until several issues are resolved. 

• The design of the ultrasound component of ENHANCE had 7 visits in which 
CIMT was assessed (femoral IMT and distal common carotid M-mode was 
measured as well, but since CIMT is the primary endpoint, in this document 
CIMT will be discussed only). 

• Visits included a duplicate baseline assessment, a duplicate assessment at 12 
months (sample), a single assessment at 18 months and a duplicate 
assessment at the end of the study. 

• The ultrasound images provided to the core laboratory were a single still frame 
of the far wall of the right common carotid segment, a still frame of the far wall 
of the right bifurcation, a still frame of the far wall of ttie internal carotid 
segment, and three similar images obtained from the left carotid. In total a 
maximum of 6 images were provided to the core lab for CIMT measurement at 
each visit There is no additional image information available (for example clip 
or a videotape). 

ca^'d of.alttliei’Z^if^Se^di^ayedWbW-PSrscreen so thattaM images 
should b'ereatfsTmS^lbusIl^This approach should enhance comparability 
in the readings. Furthermore, the approach should identify images where 
measurements should be performed on that were clearly different in anatomy 
from the other images. In ENHANCE angles information was not avalable. 

• For each visit the CIMJ valuesof attsbc’^mdhte.are.averaged to provide an 
aggregated CIMT value, for each visit. Next,' the aggregate CIMT values from 
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the duplicate visits (baseline and end of ^idy) are averaged. Duplicate visits 
are Visits 3, 4 and 13, 14 (baseline and endpdnt). In a randomiy selected 
subset of subjects, an additional IMT ultiasound image will be performed one 
week after visit nine as part of a quality control program to ensure 
standardization of image acquisition and analysis. 

• The primary outcome vanable in ENHANCE is change in CIMT between 
baseline (visit 3-4) and end of study (visit 13-1 4). CIMT is the average of all at 
least four mean CIMT values measured from the image. 

Questions that arose from the SP/MSD team dealt with whether or not the reading 
protocol was actually closely followed during the reading process. Secondly, the data 
that were available to SP showed sometimes large CIMT differences between visits, 
(sometimes large differences between visits 1 week apart). These differences were 
beyond wjtat was to be expected from normal progression. The main question was 
what should be done with these differences. So this leads to the main two objectives. 

2. Objectives 

1 . Has the reading of the ultrasound images been done according to the 
procedure outlined in the protocol? 

2. How can the ‘outliers' be addressed in an adequate manner before de-blinding 
of the study occurs? 

3. Methods 

• Three meetings were set up in Amsterdam at the core lab to address these 
issues. One on Tuesday. 1 6 January 2007 from 1 3.00-1 5.00 and one one 
Thursday, January 18, 2007 from 12.00-13.00 hours, and one on Thursday, 
January 18. 2007 from 13.00-15.00 hours. 

• During these meetings information should become available to fully address 
and discuss the objectives. 

• Bots will develop the questions and will provide a written report. 
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4. General aspects regarding the objectives 

Has the reading of the ultrasound Images been done according to the procedure 
ouWned in the reading protocol? 

During the planned meetings, the core laboratory needs to provide the information on 
how the images have actually been read. A presentation would suffice. 

In addition, information should be given about the process of the procedures 
installed when a selected image does not match the anatomical segment of what has 
been requested. For example, when a far wall right common carotid artery image is 
requested, and the image provided is actually the far wall of the right bifurcation. In 
general, three ways are present to deal with such images; (1) when possible, request 
re-scanning of the participant; (2) measure the image anyway, and use the 
measurement in the estimate of the primary endpoint; (3) leave out the Image in the 
measurement procedure (missing). These approaches should be outlined in the 
imaging/reading protocols of the study. 

The best solution would be the request of rescan of the participant. The second 
best is to have a judgement call by the reader to indicate how the selected image 
actually deviates from the other images based on the anatomical image information 
and to what extent the deviation is expected to affect the measured CIMT. When 
deviations are small (i.e., the CIMT is likely a good reflection of what the CIMT in the 
segment is expected to be), measurement should provide a good estimate of the 
CIMT value; when the deviation is considered large (a totally different segment with a 
priori expectation of thicker/ thinner CIMT value), a ‘no measurement' is appropriate. 
The third solution, i.e., a priori perform no measurement, may lead to having more 
missing values for that measurement than needed. 

The effect of missingness of CIMT Information on the progression rates and on the 
ability of finding a treatment difference is here of importance. Since the study was 
blinded for the treatment, and the sonographer can not identify which participants are 
'progressors' and which participants are ‘regressers’, the effect of missing imaging 
information is likely to be a random phenomenon. This is unlikely to affect ttie mean 
progression rate in the group, but may reduce the precision of the progression 
estimate a little. The latter may r^uce to some extent the ability to detect differences 
between groups, although the magnitude of the difference between the groups is 
expected to be correct. 
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How can the 'outliers' be addressed in an adequate manner before de-biinding of the 
study occurs? ' 

An 'outlier' is a CIMT value that is clearly different from other CIMT values for a ■ 
similar segment (or for the primary outcome) that have been measured in a time 
sequence. For example, in one participant a common CIMT value of 0.70 mm 
measured at first baseline visit, a common CIMT value of 1.50 mm measured two 
weeks later, and a common CIMT value of 0.71 mm measured after 12 months, and 
a common CIMT of 0.75 mm measured at 13 months. The same may apply to the 
aggregate CIMT value; an aggregate value of 1 .25 mm, 1 .70 mm, 1 .20 mm and 1.18 
mm, respectively. Note that outliers can also go into the other direction: 1 .25 mm, 

0.80 mm, 1.20 mm and 1.18 mm. 

The contribution of an 'outlieT on the study findings depends on what the primary 
outcome CIMT is. For example, when the primary outcome in a trial is difference in 
progression of the aggregate CIMT, and when the primary outcome is^ based on the 
average of 6 CIMT values, the first example outlier will lead to a contribution of an 
outlier to the observed CIMT aggregate of (1.50 mm- 0.70 mm)/6 = 0.133 mm. The 
aggregate CIMT of that visit will be overestimated vwth 0.133 mm. An outlier of 0.30 
mm, contributes 0.05 mm to the aggregate, which Is within the reproducibility range. 
This reasoning shows that only considerable outliers potentially affect the final CIMT 
estimate of a certain visit. 

An outlier may be due to (1) a real biological process, e.g. a haemorrhage in the 
arterial wall at the location of the measurement (found in 2-4% of the participants): (2) 
a CIMT measurement from an image that shows a different anatomical location 
(imaging problem) and (3) a mistake in the reading of the image (reader problem). 

There are different ways to identify an outlier. It can be done on segment specific 
measurements of all the visits or on the aggregate CIMT value for each visit. Since 
the aggregate is the main variable of interest, which also shows less variability from 
visit to visit as compared to segment specific values, it might be more af^ropriate to 
use the aggregate for assessment of outliers. To the best of my knowledge'there 
have been no published reports that provide a recommendation for assessment of 
outliers. One of the approaches that has been taken in one of the trials (three years, 

9 CIMT measurements) I have been involved in was to calculated the mean of all the 
aggregate CIMT estimates of all visits (study mean). Next, calculate for each visit the 
difference between the visit CIMT and the mean of all the aggregate values during 
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study (study mean) and take one 20% upward and downward from that mean as 
being an outlier, in this study, 20% difference reflected around 0.20 mm difference in 
aggregates between visit specific values and the overall study mean. Of the identified 
outiiers examine all the CIMT vdues of the segments to identify the potential CIMT 
value that is actually responsible for the outlier. 

Another possibility that may be used in ENHANCE may be to use the duplicate 
baseline and end of study data to kfenfify on segment level those measurements that 
for example differ more fiian 50% among each other. A potential down side is that 
you miss the longitudinal aspect of outliers since you do not relate the baseline value 
with 12 month, 18 month and end of study measurements. 

Rnally, one may also use the reproducibility data of the mean absolute difference in 
the aggregate CIMT (0.03-0.05 mm) and define an outlier based that value plus and 
minus 2 or 3 times the standard deviation of the arithmetic mean difference of the 
aggregate CIMT value. Given that the standard deviation of the arithm^etio mean 
difference of an aggregate is around 0.06-0.01 0, this approach would lead to 
identificafion visits that difference 0.03-0.05 mm +/-0.12 - 0.30 mm from the overall 
study mean. 

It Is usually a balance between workload, time and costs and 
estimates of potential benefit for the data. The latter is difficult to judge, and one has 
to rely on reproducibility data as collected in the study. ENHANCE is unique here in 
having duplicate measurements at two time points and great potential to evaluate the 
effect of the outlier procedures. 

When an outlier has been defined, the evaluation may indicate that is it is a real 
morphological change (accelerated progression of atherosclerosis, haemorrhage) or 
'measurement error’. The latter comprises ultrasound protocol deviations (scanning 
wrong vessel or wrong segment) or image reading errors (measuring ultrasound 
imaging artefacts, difficult atherosclerotic piaques, or inaccurate boundary tracing). 
Morphological changes do not need any action. The measured CIMT is correct, and 
remains in the database. Reading errors need to be corrected. So the image is re- 
read and the CIMT value of the re-read image is being used in the final dataset. 
Ultrasound protocol deviations consKtute a different problem. When possible, another 
image may be selected from clips or videotapes and read. However, in ENHANCE 
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this is not availaWe. Thus the solution chosen may be is to have a judgement call by 
the reader to indicate how the seiected image actuaily deviates from the other 
images based on the anatomical Image information and to what extent ttie delation 
is expected to affect the measured CiMT. When deviations are small (i.e., the CIMT 
is likely a good reflection of what the CIMT in the segment is expected to be), 
measurement should provide a good estimate of the CIMT value; when the deviation 
is considered large (a totally different segment with a priori expectation of thicker/ 
thinner CIMT value), a ‘no measurement' is appropriate. 

The effect of having missing imaging data (due to lack of compliance of the imaging 
fMOtocol) depends on whether missing images/readings affect the CIMT progression 
rate and whether it affect the ability to detect differences between treatment arms. 

Missingness of CIMT data only affects progression rates when missingness is 
related to factors that determine the CIMT progression rate. This can be easily 
examined in the existing blinded dataset given the basic assumption in a blinded 
dataset that the risk factor relations are stronger that any treatment effect. Using the 
group with complete data, one can study the relation between baseline risk factors 
and CIMT progression. From these analyses, factors that are related to an increased 
or decreased progression can be identified. Next, one may evaluate whether these 
factors are different among subjects with missing values due to imaging aspects. 

Since the study was blinded, and the sonographer can not identify which 
participants are ‘progressors’ and which participants are ‘regressers’, the effect of 
missing imaging information is likely to be a random phenomenon. 

S. Results based on discussions and material provided 

Has the reading of the ultrasound images been done according to the procedure 

outlined in the protocoi? 

During the meeting of Tuesday, the core lab showed how measurements were done. 
These were indeed done in a manner that was described in the protocol. The core 
lab indicated that when of the 7 images there were one or two tiiat were clearly 
distinct from the others, in terms of anatomy, no measurements were done, and no 
CIMT data came in the data base. 

Of note is that when a 'no-measurement' was seen for a given segment there was 
not a systematic attempt to check where an CIMT could be read from another image 
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of the same visit. For example, when a far wall bifurcation of a partici(»nt during visit 
13 could not be measured due to anatomical differences and/or wrong imaging, there 
was no attempt to check whether a bifurcation far wail CIMT might be measurable 
from the CCA or ICA selections at that visit 

How can the 'outliers’ be addressed In an adequate manner before de-blinding of the 
study occurs? 

Before the discussion on outlieis starts, first the reprodudbility of the data needs to 
be evaluated. This included reproducibility data from visits 3-4 and from visits 13-14 
and indicated that the reprodudbility of CIMT (the entire process induding variability 
due to imaging and reacting) is excellent in this study. The Intraciass correlation 
coefficients were high, the mean CIMT differences between visits and their 
corresponding standard deviations were small. The same applied for tfie mean 
absolute CIMT difference and the standard deviations. These data are well in line 
with studies that have been published in the literature. Based on these fincSngs there 
seems to be little concern regarding the vdktity and precision of the data. 

Yet, the SP statistician sees in the segment specific data large differences that are 
considered beyond ‘biological variation'. Based on these finctings, 1 have chedced in 
one of our datasets obtained from a randomised controlled trial the variation we 
found in the maximum CIMT measurements of the far wall bifurcation. Our data 
strongly resemble the ENHANCE data in terms of the magnitude in differences in 
CIMT values between visits. 

The core iab has re-evaluated all the images of the visits 3-4 that had a CIMT value 
that was 50% of more different. The re-evaluation dealt with new evaluation, re- 
reading, and possible setting to 'no- measurement'. A similar exercise was done for 
the visits 13-14. Next, the statistician evaluated how the reproducibility based on the 
original data changed when the 'corrected' outlier data were used. This improved in 
particular the standard deviation of the mean differences. Yet, the improvement vras 
very modest. 

Of note is that'this outlier exerciseiBkt'nOt'ei^date tdngitOdiriiiiiliiers based on 
differences betwi^n visits 3:4 ao^ visitsld3‘-14,?boia)W|^®l®ls5'se<^^iBS8tliers. 

The SP statistician indicated that there was concern with missing data. Of the 
common carotid segment CIMT was missing for 4% of the partidpants, for the 
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bifurcation segment 1 2% and for the internal segment 1 2%. This is higher than in the 
studies of the consultant but in Bne wiBi observational studies. However, the 
ultrasound protocol used by the consultant are much more extensive in terms of 
collecting imaging information, and therefore allows for obtaining CIMT information 
from other sources when the selected images are too poor. 

In the discussion two aspects came up: Rrst can we reduce the missing data?, and 
second does this affect the CIMT estimate of the visit?. The only approach of a 
reduction of missing data is to check whether information on CIMT can be validly 
collected from other selections of that same visit. This has not been explored by the 
core lab, and a pilot on feasibility might be useful. 

Missingness.may affect Bt'e CitMT.ValUi^Yefc i^l^|i ^UiTerit>s^stt^ models, that are 
used in the analysis of CIMT trial data',^''appeaSBSSty<e.jcare;'of;Bi.at:itr an^adequate 
manner: The current approach to analyse CIMT progression trial data is a multi-level, 
repeated measures linear mixed effects model. Levels used for the data are usually 
subject, and carotid artery site within subject, and the repeated measure was time. 
The model may be specified in terms of fixed effects for carotid artery site, age, sex, 
reader, ultrasound machine, randomized treatment group, time, and the interaction of 
randomized treatment group and time. Time is a continuous variable, and is the 
interval in years from date of randomization to date of CIMT measurement. Random 
effects within the model are intercepts and slopes, for subjects, and sites-within - 
subjects. The dependent variable is measured CIMT. Differences in annualized 
change between the 2 randomized treatment groups are tested by evaluating the 
statistical significance of the time-by-treatment interaction term. A feature of the 
model is that it fils regression Dnes to profiles of CIMT values, consisting of pre- 
randomization values, values from visits during the treatment period, and values from 
end-of-study visits. If a subject withdrew with an incomplete profile after the first 
post-randomization ultrasound visit lines can still be fitted to the data available. 
Unfortunately, in the ENHANCE statistical protocol a different approach has been 
taken, which is based on averaging of the values. Since that approach is suggested 
to be less powerful and more susceptible tor bias (due to missing data), the present 
statistical af^roach might need some re-consideration. 

Of note is to realise that this is a randomised controlled trial, the features 
mentioned above affect both treatment arms. In general, missingness and outliers 
affect the precision of the CiMT progression estimate, and may affect the ability to 
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detect a difference in CIMT progression between the treatment groups. How large 
that effect is can not be determined valkJiy. 

Rnally, the SP statistician indicated ttiat the lentgh of the CIMT measurement 
introduces variability. Apparently, there are some subjects in which the length of the 
traoir^s differs between visits, which may have a profound effect on the mean CIMT 
value from that image. The only solution I can suggest is to use the maximum CIMT 
rather than the mean vsJue CIMT of an image. One has to realise, however, that the 
reproducibility of a single segment specific maximum CIMT measurement is generally 
lower than that of a segment spedfic mean CIMT measurement. The reproducibility 
of an aggregate based on maximum CIMT measurements may not be very different 
from that of an aggregate based on mean CIMT measurements. The advice would to 
evaluate this further in the current blinded dataset, not by using individual segment 
data but by usir^ the mean maximum aggregated CIMT values. 

6. Conclusion / recommendation 

The CIMT measurements seem to be done according to the procedures outlined in 
the protocol. The results from the reproducibility study showed that the CIMT 
measurements have been done in a consistent manner, leading to reproducibility 
findings that compare well with that of published studies from other multicenter 
randomised trials. The number of missing data points is most likely somewhat higher 
that what has been reported eariieh This can be attributed to having only one image 
for CIMT analysis. Yet, the evi^etKSeTgtpe'isiSuffidSht'tb iridicate:^^^^ are 
■fine.T'?‘ 

However, the SP/MSD team would like to their utmost to potentially further reduce 
the measurement variability in the data given the availability of the imaging 
information. Based on the information present, there might be three ways to address 
that. Rrstly, reduction of missing CIMT values by evaluating whether CiMT can be 
validly measured from other image selection at the same visit. Secondly, a 
longitudinal outlier analyses, i.e. identification of the outlier, re-evaluation, and 
change in the dataset. Thirdly, optimise the statistical analyses of the data as 
indicated above. 

The definition of an outlier is based on the findings of the reproducibility study. The 
parameters to use are the mean absolute difference between visits 3-4 
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measurements (e.g. 0.03 mm), and the standard deviation of the arithmetic mean 
difference between CIMT values of visits 3-4 (e.g. 0.06). An outlier may then be 
defined as present w4ien a difference in CIMT values between Ore visit 3. visit 4, visit 
13 and visit 14 values is above or below 0.03 +/- 3*0.06 = a value above or below 
0.21 mm. 

Importartt is to realise that the above mentioned activities might reduce 
measurement variabBity to some extent Since this is expected to involve only a small 
number of the measurements, the expected effects on variability are likely to be 
modest Again, randomisation protects against bias the estimate of the difference 
between treatment arms. 
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From: Bova, Alice 

Sent: Monday, June 18, 2007 9:50 PM 

To: 'M.Gene Bond'; Strony, John; Petrauskas, Stanley 
Cc: ericdg@xs4all .ni 

Subject: RE: Enhance and the decision today 
Gene 

Let me try and discuss the publication process for the Merck/SP Cholesterol JV. There is 
a full MSP JV group that works on publications and the publication plans as well as 
presentations. All intended publications will go through appropriate OC members for 
review. In fact both you and Eric are listed as authors with Prof. Kastelein as the lead 
author on the publications. 

There are three publications planned for ENHANCE: 

Certification paper (which is what you sent) Baseline paper Primary Results paper 

In all three cases, a writer was assigned to these publications after discussion and 
endorsement with Prof. Kastelein, Dr. Strony and Dr. Veltri. The selection of the 
target journals for ail three publications was also endorsed by Prof. Kastelein, Dr, 
Strony, Dr. Veltri and the MSP JV pub team. 

The Certification paper is currently under revision and is intended for JAAC, preferably 
prior to the release of the primary results paper. 

The Baseline paper is being drafted with available blinded data, but of course will need 
the baseline IMT data to complete the paper. The intended journal for the baseline paper 
is AJC. Again, the goal is to publish the baseline paper prior to the primary results 
paper. If we run out of time, the baseline paper may not be submitted. 

The primary results paper is also being drafted with general information and will be 
pending the release of data to complete. The shell will be sent for review to expedite 
the final review of. the paper once we have data. The target journal is LANCET with 
hopefully on line publication at the tine of AHA 2007. 

The abstract for AHA is a shell with out data and will be sent to AHA for the late 
breaker (deadline 29Jun07, 5 pmEST) . 

The presentation will also be created by the MSP JV Publication team working closely with 
Prof. Kastelein who will be the presenter at AHA. 

This is the MSP JV process. Since the OC is working diligently on the data for the study, 
publications was never a high priority for the OC agenda, hence the need for more ad hoc 
discussions outside the normal OC meeting. If you have concerns regarding OC role, I 
would recommend discussing this directly with Dr. Strony or a small group in an ad hoc 
meeting. 

Please let myself, Stan or John what other steps should be taken to ensure the OC is in 
the' loop for the publications. 


Best regards, 

Alice M. Bova 

Associate Director, Global Project Management Sobering Plough Research Institute Phone 
90S-740-4208 Fax 908-740-3621 aiice.bova0spcorp.cora 

Original Message 

From: M.Gene Bond [mailto:mgbond8wfubmc.eduJ 
Sent: Monday, June 18, 2007 02:53 PM 
To: Bova, Alice; Strony, John; Petrauskas, Stanley 
Cc: ericdg@xs4all .ni 
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Subject: FW; Enhance and the decision today 

Hi Alice, Please find attached a draft manuscript for the initial reporting of 
reproducibility in the ENHANCE study. The development of this manuscript was approved by 
the Operation Committee. Can we discuss the approach to publications? Gene 


From: ericdegroot [raailto: eri.cdg@xs4ail.nl] 
Sent: Mon 6/18/2007 1:45 PM 
To: M.Gene Bond 

Subject: RE: Enhance and the decision today 


Original Message 

From: M.Gene Bond [mailto:mgbond@wfubrac.edu] 

Sent: Monday, June 18, 2007 7:25 PM 
To: ericdegroot 

Subject: RE: Enhance and the decision today 

Sorry Eric, The Medical restricts my ability to open the files you sent. 
Canyou make them available in an pdf format? Gene 


From : ericdegroot [mailto : ericdg@xs4all.nl] 
Sent: Mon 6/18/2007 1:09 PM 
To; M.Gene Bond 

Subject: FW: Enhance and the decision today 


Best regards, 
Eric 


Original Message 

From: M.Gene Bond [mailto;mgbond@wfubmc.edu] 

Sent: Monday, June 18, 2007 6:41 PM 

To: ericdegroot; Petrauskas, Stanley; john.strony@spcorp.com 
Subject: RE: Enhance and the decision today 

You are correct! There is a draft manuscript, prepared by Philip Sager, that describes 
the Ultrasound Carotid XMX methods and replicate measurements at baseline. As you may 
remember, this manuscript was put on hold by SPRI because of Bo's concern about having 2 
different baseline values ( one for the baseline reproducibility study- and the second 
using efficacy data which were to be developed at the end of the study ) . Am trying to 
get a copy of the draft manuscript to distribute to the OC, and to all concerned. 

Was not aware, that a team independent of the OC, was established by the SPONSORS to 
DEVELOP manuscripts associated with the ENHANCE study results. 

What I do remember was an agreed upon decision by the OC ( agreed upon by 

SP) was that this Committee would also serve as the Publications and Presentations 

Subcommittee for this study. 

If the ENHANCE OC Committee has now been removed from this agreed upon procedure, I 
believe it important to document this change for the record, and to formally advise the 
Committee of this change and what there role is (or is not) relative to Publications and 
Presentations. 


From: ericdegroot [mailto:ericdg9xs4all.nl} 
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From; Musllner, Thomas A,. 

Sent: Monday, July 09, 209^ 11:19 FM 

To: Stoner, Eii-zabet-h; Morrison, Briggs W; Warner, Srey F 
Gc: Stepanavage, Michael E. 

Subject.; FW: RE: ENHANCE — CONFIBENTIAL 

Importance: High 
Sensitiyity: Confidential 

FYI — John Strony sent me a copy of the email chain below, with Kastelein's heated 
reaction to the WWOC decision not to submit the placeholder abstract to AHA, plus John 
arid Rick’s responses. 

Mike and I had a brief teleconference with John & Bo. this afternoon, and they do not 
expect to have a fcurther update on querying & missing data to discuss vjith us for at 
least ^verai days., John said he would issue an email to the CDG explaining the delay in 
more detail {the "batch 3 issue" referred to below), and will also contact Diane Y with 
regard to earliest possible date for rescheduling the CDC ENHANCE teleconference. 

Tom 


Original Message 

From: Strony, John [mailto: j.o.hn.st.rony0.spGoxp.cora] 
Sent: Monday, July 09, 20.07 5:14 PM 
TP: Musliner, Thomas A. 

Subject: FW; RE: ENHANCE 


Original Message 

From: Veltri, Enrico 

S^nt; Monday, July 09, 2007 1:06 PM 

To: ’J.J.P. Kastelein’ 

Cc! Strony, John 
Subjieot: RE: RE; ENHANCE 


John, we (iCollectively4 have always stated that our intent was to 
present ENHANCE at AHA, but with the caveat that we needed quality and 
Q^mplefce data. Both CEOs- Fred Hassan at SP, and Dick Clark at Metck- 
blive gone on record pwblioally to state that we would present ENHANCE 
re.Bultja at a scientific fprum later this year, BUT they have also stated 
that t'Sie quality of the data needs to be paramount to any presentation, 
and this call Is left to me- and Lit st-oner, my counterp^art at Merck. 

Liz and I met with you as you know earlier this year to convey this 
commitment, and there is much progress made, but as John outlined to 
you, we have some delays, yet I believe not insurmountable to still make 
a presentation at AHA. So these are the facts- 

1) the carotid imaging, our primary ^dpoint, is not yet ccm^iete, we 
hope to have more information on the batch 3 issue this week. The 
blinded QCed imaging database did not get to us in time for a 
late-breaker abstract, and was so delayed, the wwbc meeting Jxine 22nd 
did not feel confident of submitting an abstract without having the 
queeried database QC. Indeed SP received the final batch database late 
Jhly 2nd, instead of the promised 1 week before late breaker deadline of 
June 2-9th-. I do not see what you are raging about — Editors, FDA etc, 

— the database is not QCed, not lock ready, and it remains blinded. So 
we are behaving in the highest scientific integrity, we want the data to 
be correct, whatever the result may be. 

2) the femoral imaging is part of a key secondary endpoint, and not 
'exploratory' and it should not be new to you that we decided to have 
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all imaging data locked. All those 4:'nvolved with the Operations calls- 
SP. Merck, outside consultants, GBL know that thi-s is the case, we have 
been planning this, and indeed I gave the go-afe^kd to start the femoral 
readings 'at risk’ July 2nd once we had received the carotid database in 
an effort to make a expeditious transition. As John mentioned, SP SOPs 
are clear on these database matters. 

Thus, we must worJi together to cofnp-lefee the outstanding database cleanup 
and readings in a rigorous manner and not short cut for the sake of 
presentation. Having said that, even though we *«iosed' the AHA 
late-breaker deadline, we have all been in the situation to attempt to 
get important scientific and clinical data on late-breaker sessions 
'after' the formal deadlines. We must be more certain however that the 
data will be available however, and then we can work collectively to 
approach the scientific session chairs perhaps to get on the agenda. 

I trust that you would be in agreement with a continuing effort to get 
quality and complete data for an AHA presentation, for I truly believe 
we will have very important results to share, and the trial and wait 
will have been worth it. The final chapter may well be a happy ending. 

Hope you enjoy the rest of your vacation. Rick. 

Original MsESsage 

From: J, J.P. Kastelein [mailtorJ.J. Kasteieineamc.uva.nl] 

Sent: Saturday, July 07, 2007 9:11 AM 
To: Strony, John 
<3c: veltri, Enrico 
Subject: Re: RE: ENHANCE 


I have been travelling half the globe in the last 6 months to a number 
of Large and important meetings at the strong wish of Merck to chair 
them or to present ezetimibe da.ta. At every single one of them I was 
cleared to say that ENHANCE would be presented by me at AHA . 

There is no reason whatsoever to include femorals; you will be seen as 
a company that tries to hide something and I will be perceived as 
being in bed with you I 

John 

Original Message 

From: "Strony, John" <john.strony@spGorp.cora> 

Date: Friday, July 6, 20'0'7 4:3€ pm 
Subject: SE: EnManCE 


> With regards to the below stated matter, I have been trying to call 

> you including that of ceil phone and office. 

> 

> It is true that the SKecutive management of SP AMD Merck through the 

> auspices of the WWOC (World wide Operations Committee) have placed a 

> hold on abstract submission. 1 immediately attempted to call your 

> officebut there was no answer and no machine bo leave a message, I 

> also called your mobile and I successfully left a message for you to 

> call leaving my 

> cell phone number (which I always answer) . After 36 hours and not 

> hearing from you I sent you an e-mail. 

> 

> The decision to hold submission was based on sev'eral factors: 

> 

> l)The primary data, namely that of the carotids, is undergoing the 

> queryprocess. In parallel, the database has been migrated to a 
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> coraraerciallyavailable, validated system. We lost 3 weeks doing so. The 

> data in the CEL was scattered throughout va^-ious ctMopu-ters and lap 

> tops making 
the 

> process more complex than anticipated. 

> 

> 2) Collin and Jim are now auditing the image data base starting with 

> batch 5 and working backwards. When they hit Batch 3 they identified 

> 150 extraneous image values from that batch, ihe origin of these 

> valuesare now being looked into.. If the entry dates are after those in 

> the current file then, by convention, fche mors recent entries are 

> deemed valid. This would subject batch 3 to a potential re-query 

> process. Thi-scould cost several weeks. (As an aside, it was Batch 3 

> that was the last 

> batch accepted during the December crunch and it appears to 

> contain a 

> unique problem, namely 23% of the queries were answered by the 

> replacement of image values with an unreadable code - the average is 

> <3%) . They have not audited batches 1, 2 or Vanguard, so brace 

> yourself for potentially more issues. 

> 

> 3) Sobering SOP's (the database resides in SP) forbid the locking and 

> rsloGking of any database. A deviation requires signatures from the 

> highest levels of management. Given the emphasis on compliance upper 

> management decided not to take that risk which could in the eyes of a 

> hard lined regulatory agency potentially invalidate the entire data 

> base. We recognize that the Femoral and m-modes are exploratory 

> but that 

> makes no difference, {we have in our more recent trials made 

> exploratoryimage analyses separate studies with unique databases 

> thus avoiding such 

> issues) . 

> 

> 4) The timeline for the reading of the femorals alone has been a 

> movingtarget . First it was 8 weeks, then 12, and then 16. This is 

> under the assumption of having 4 readers. However, one of the four has 

> failed qualif ication and now we are dpwn to three. If all runs 

> smoothly (whichhas never happened in ENHANGE) we are told it will take 

> 17 weeks for the 

> primary readings. Dbn’t forget the querying process and clean-up 
which 

> is still not factored. 

> 


> I share your disappointment (s) and frustrations for this trial from 

> hell. However, in the face of all this I have to say that we are 

> proceeding in a positive direction; there is much confidence in the 2 

> managers who are handling the operations and data base, and that 

> in the 

> end all involved in the trial could stand proud and say that the 

> resultsare valid with no cause for second guessing. 

> 

> John 


> Original Message 

> From: J.JsP. Kastelein [mailto;J.J. Kastelein8arac.uva.nl] 

> Sent: Friday, July 06, 2007 4:46 AM 
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> To: Strony, John 

> Subject : 

> 

> 

> Dear John , 

> 

> is it correct that SP has decided not to present at AHA , but to await 

> the two other , completely unvalidated , endpoints , which' analysis is 

> going to take us straight into 2008 


> If this is true , SP must have taken this decision without even the 

> semblance of decency to consult me as PI of the study. I can tell 

> you 

> that if this is the case , our collaboration is over and I will 

> take 

> the appropriate steps to get in touch with the Editors of major 

> Journals as well as with the FDA . This starts amelling like 

> extending 

> the publication for no other then politic-al reasons and I cannot 

> live 

> v;ith that . 

> 

> This is the second day of a long overdue holiday after a terrible 

> year, thank you very much for yet another terrible chapter of this 

> trial 

> 

> John 


> This message and any attachments are solely for the 

> intended recipient. If you are not the intended recipient, disclosure, 

> copying, use or distribution of the information included in this 

> message is prohibited — Please immediately and permanently delete. 


MSPP 007836 



378 


From; Veltri, Enrico [Enrico. Veltrigspcorp. com] 

Sent: Tuesday, July 17, 2007 10:56 PM 
To: J.J.P. Kastelein 
Cc: Strony, John 
Subject: RE: RE: ENHANCE 

John, thank you for the note. I frankly understand the frustration, but this has been a 
long and painful process for all involved in this nightmare of a journey. The bottom line 
however is we all aspire to have quality and credible data, and results that we can stand 
behind — whatever the 'truth'. I have been involved in over 20 clinical megatrials, with 
>200,000 patients enrolled, both positive and negative, stopping early for benefit and 
stopping early for harm, but I must say ENHANCE has been the most frustrating and, I 
likewise don't have a good sense of control of the process of data cleanup. You should be 
aware that the decision not to submit an abstract was a decision based on our concern 
(both Merck and Schering-Plough) that the quality, ie clean up, and the completed work 
received to date was not where it needed to be, and a high probability of indeed the 
withdrawal of the 'bland- no results' abstract, not something we wanted to do, ie yet 
again try to explain why we submitted then withdrew. In distinction, we would rather try 
to get it on the program later if and when we had greater confidence, this approach 
having been accomplished in the past, albeit not the usual path. John Strony did try to 
contact you but you were on vacation. 2^yway, the issue at hand remains the quality of 
the data, we are analyzing the most recent submitted blinded database, and will be 
providing you our assessment and thoughts in the next few days. Best regards, Rick. 

Original Message 

From: J.J.P. Kastelein [mailto : j . j . kasteleinSamc .uva. ni] 

Sent; Friday, July 13, 2007 8:12 AM 
To: Veltri, Enrico 
Cc: Strony, John 
Subject: RE; RE: ENHANCE 


Dear Rick, 


I am glad you took the trouble of providing me with such a long answer. 

The raging part of my former emails corns from an enormous amount of 
frustration and a feeling that I have no control whatsoever on anything 
that relates to ENHANCE. As you know, in my normal state of mind, I am a 
controlled individual and I am not hard to work with. 

However, in all my previous experiences as a member of a Steering 
Committee or as a PI, I felt I was in control. With ENHANCE, that is 
totally the opposit. 

The database is at SP, consultants like Gene Bond are in my opinion 
impossible to work with and never agree with me, Bo Yang has made 
several crucial mistakes on the way that costs us 9 monts, Eric is a 
nightmare to work with in terms of organization and I can go on and on. 
The last example of this "never working with me" is the fact that you 
have decided to withdrawn the abstract. This is not necessary. You could 
have send in an empty abstract that as my friend at AHA tell me can be 
filled with data one week before AHA itself and if you were too late, 
you simply withdraw it. One phonecall to me would have cleared all of 
this. This is exactly what I have done with Pfizer for the Torcetrapib 
latebreakers at ACC this year. The data were ready 3 days before ACC. 

Also, I am constantly under pressure from Merck to plan all sorts of 
activities, before, at and after AHA. Because I !i! will be the one who 
have to stand up and present and defend the data, and I would deeply 
appreciate being involved again and not just simply at the end of a long 
decision line. 
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Regards, John 


John J.P. Kastelein, MD, PhD 

Professor of Medicine 

Chairman, Dept, of Vascular Medicine 

Academic Medical Center 

Meibergdreef 9, Room F4-159.2 

1105 AZ Amsterdam, The Netherlands 

tel; +31 20 566 6612 

fax: +31 20 566 9343 

email : j . j .kastelein@amc.uva.nl 

Oorspronkeli jk bericht 

Van: Veltri, Enrico [mailto: Enrico, Veltri8spcorp.com] 

Verzonden; maandag 9 juli 2007 19:08 
Aan: J.J.P. Kastelein 
CC: Strony, John 
Onderwerp: RE: RE: ENHANCE 

John, we (collectively) have always stated that our intent was to 
present ENHANCE at AHA, but with the caveat that we needed quality and 
complete data. Both CEOs- Fred Hassan at SP, and Dick Clark at Merck- 
have gone on record publically to state that we would present ENHANCE 
results at a scientific forum later this year, BUT they have also stated 
that the quality of the data needs to be paramount to any presentation, 
and this call is left to me- and Liz Stoner, my counterpart at Merck. 

Liz and I met with you as you know earlier this year to convey this 
commitment, and there is much progress made, but as John outlined to 
you, we have some delays, yet I believe not insurmountable to still make 
a presentation at AHA. So these are the facts- 

1} the carotid imaging, our primary endpoint, is not yet complete, we 
hope to have more information on the batch 3 issue this week. The 
blinded QCed imaging database did not get to us in time for a 
late-breaker abstract, and was so delayed, the WWOC meeting June 22nd 
did not feel confident of submitting an abstract without having the 
queeried database QC. Indeed SP received the final batch database late 
July 2nd, instead of the promised i week before late breaker deadline of 
June 29th. I do not see what you are raging about — Editors, FDA etc, 

— the database is not QCed, not lock ready, and it remains blinded. So 
we are behaving in the highest scientific integrity, we want the data to 
be correct, whatever the result may be. 

2) the femoral imaging is part of a key secondary endpoint, and not 
’exploratory' and it should not be new to you that we decided to have 
all imaging data locked. Ail those involved with the Operations calls- 
SP. Merck, outside consultants, CEL know that this is the case, we have 
been planning this, and indeed I gave the go-ahead to start the femoral 
readings 'at risk' July 2nd once we had received the carotid database in 
an effort to make a expeditious transition. As John mentioned, SP SOPs 
are clear on these database matters. 

Thus, we must work together to complete the outstanding database cleanup 
and readings in a rigorous manner and not short cut for the sake of 
presentation. Having said that, even though we 'missed' the AHA 
iate-breaker deadline, we have all been in the situation to attempt to 
get important scientific and clinical data on late-breaker sessions 
'after' the formal deadlines. We must be more certain however that the 
data will be available however, and then we can work collectively to 
approach the scientific session chairs perhaps to get on the agenda. 


MSPP 006698 
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From: Musliner, Thomas A. 

Sent; Wednesday, August 08, 2007 8:46 PM 

To; Monison, Biiggs W 

Gc: Stoner, Elizabeth 

Subject: ftE: Gan either of you join? 

Eastham - the gods wilting 

Am really nervous about entrusting S-P alone on this. Based on Kastelein's prior comments, we're at ri^ of being put In 
very bad light by a very key opinion leader. From the potion FHd; expressed at thp last CDG. 1 have no confidence he 
would go in Mtha wfiltngness to (Ximprbrnise his exprO^^ wevs^on how this siibufd Have you ^tten any repfibaek 
that Rick has softened pn the position that re-read Is necessary no matter what the independentoonsultants 
recommend? 

Tom 


From; Morrisoq, Briggs W 
Sent: Wednesday, August 08, 2007 3:27 PM 
To; Musliner, Thomas A.; Stoner, Elizabeth 
Subject: RE: Gan either of you join? 

I am on vacation. 

On Gape God! {We are in west faimoutii, v/here are you?) 

We may have to entrust them on this one... 

briggs 


From: Musliner, Thomas A. 

Sent: Wednesday, August 08, 2007 3^26 PM 
To; Monison, Briggs W; Stoner# Elizabeth 
Subject: RE: Gan either of you join? 

Importance: High 

Unfertunatetythisfalts right in the middle of my pre-planned vacation in Cape God. But I thinktts essential that someone 
frojh Merck be present. I gather you're on vacation as well, Briggs. Might Liz be available??? 

Tom 


From: Moirison, Briggs W 
Sent: Wednesday, August 08, 2007 3:12 PM 
To: Stoner, Elizabeth; Musliner, Thomas A. 
Subject: Gan either of you join? 


From: Velbij Enrico [mailto:Enrico.Vetbi@spcorp.com] 

Sent: Wednesday, August 08, 2007 1:39 PM 
To: Warner# Grey F; Mcnicholas, Sean 

Cc: Christiansen, Soren Bo (WS); Russo, Ray; Morrison, Briggs W; Strony, John; Yang, Bo; Suresh, Ramachandran; 
Stone’, Elizabeth 
Subject: RE: 

Due to vacation schedules and eortilicts for key participants, the earliest dale secured to meet wth John Kastelein will be 
Monday August Sbth in Amsterdam. 

Briggs, will you, Liz, or Tom accompany John, Bo. Ram and me? I world like to keep this to a small group. Rick. 


MSPP 007837 
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From.' S^ner, Elizabeth 

Sent: TUesday, August21 , 2007 1 :24 AM 

to: Morrison, Briggs W; Musfiner, Thoni^ A. 

Cc: Pasternak, Ffcbarti; Kom,. Seott H.; Wm, PetK' S; Ghrlstiansen, Sorerr Bo (WS); Khanna, Deepak K; 

Warner, Grey F- Tdtshakovec, Andrew M. 

Subject: RE: Thank you 

Wanted to provide you ail with rpy perspective of the meefir^ this am with Kasteiein, 

meeting was cordiaf and we had a good prot^^ve, and open discussion. I do not have electronic copies of the slide 
set, but very simitar to what we had discussed at GTC. 

Ram led most of the discussion , and Kasteiein was indeed comnnced that at least for the subset of (Clients with 
bioiogieaily-iftplausible (but iikeiy image-faulty) data points that we needed acfear pre-defined pathway forward to get us 
to results and presentation AS AP. 

John Kasteiein reiterated several times dunng the conversation his strong concern that he is losing credibility by the fong 
delay in presenting the ENHANCE data. 

We agreed that wd would convene a pane of experite.ineluEfing MichaeMSote.and an American expert, and regulatory 
expertise (probably Dayid orioff). . .Hopefully in the 2 weeks of Septemt»f to conie up with an agreed upoh path 
forward, which we would respect and then execute, tasked Sp to pre^re a detailed background package to provide to 
the eonsuitants in preparation for the meeting. 

A likely next step wiiibe some '^adjUdicatioh", although we cmjld nola^ee at this meeting as to whether it would bein a 
subset of patients, or for the entj/e cohort,... this will dear^ be a topic for dla:uss|on v^tr the IS<peFt Panel. 

We also discussed asto whether AHA-)G7 was out of the question, and in myoplirilon it is not, if we can getSP to 
schedule these meetings and move quickly. 

John Kasteiein feels strongly that the carotids are not reqdred, but thre became a moot point, as they are currently being 
read, and are not on the crificai path. I asked SP to be^n to quality review fo the femoralSiSO that we could cidan the data 
in pardlel. 

Hope this is helptot. I would be happy to answer any additional questions. 

Liz 


From: Morrison, Briggs W 

Saturtjay, Aygust 18, 2007 10:41 AM 
To: Stoner, Qizabeth 

Subject: Thanfctyou 

Hi Liz 

Thank® for your help here. 

l am induding the bao%oundipackage we sent to Peter Kim. This may come up during your time with Rid< and SP. Gur 
position is cisar and consistent with what you (the CDC) decided in the spring - lets took at the enrollmeht and rates and 
decide again In the fall. And since Gene pushed hard again - after the Aug COG -- to not remove STEMfs. we Main 
revtislted the data. We reviewed with Barry and Peter H and all are in agreement that we currently see no scientife 
iMstifipation lor i^ick’s position. We anticipate Peter K and Tom K wjll have to resolve, if Rick has adctitiopal data for us to 
consider, We welcome the dialogue. 

Have a safe trip. 

Oan you know about the call on Monday •• after the meeting? I'd like to Jt^n. if possible. 

Thanks again. 

Briggs « Message; RE: Does this timeBne work for you? » 


Stoner, Elizabeth 

^urday, August 18^ 2007 8:32 AM 

Chriaaansen^Soren Bo (WS); Warner, Grey F; Morrison, Briggs W; Mudiner, Thomas A. 
FW: enhance 


Just FYl. 


Prorh: 

Sent: 

To: 

Subject: 


From: Storier, Etfe^eth 

Sent: ^rday, August 18, 2007 8:25 AM 

To: ■|.J'l^^fifn@amc.uva.nr 

Subject: RE: OiHANCE 

Dear Dr. Kasteiein, 


MSPP0078S7 
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From: Strony, John 

Sent: Tuesday, August 22, 2006 2:41 PM 
To: Bransfbrd, Toni; Veltii, Enrico 
Subject: FW: ENHANCE 

Importance: High 
A bombshell from John K. 


— Griginal Message — 

From; J.J.P. l^telein [mailtn:j.j.kastelein@amG.uva.nl] 
Sent: Tuesday, August 22, 20066:26 AM 
To: Strpny, Jphn 

Cp MiekeTritp; ericdg@xs4ali.nl; Onno Bakker 
Object: ENHANffi 
Importance: High 

Dear John, 


This Is a terribly important email. 

As things are currently understood by me, we have the following realities to deal with: 

1) We have to analyse 870 datasets <patie.nts) 

2) SP has decided notto use Mark KlinkenbijI as reader and therefor, we have 4 readers. 

3) We received the first datasets this morning, actually the 22nd of August. 

4) In the VANGUARD study, our readers managed to finish 15 datasets per week which equals 
40 - 45 hours-of reading. This is utteriy Impossible to keep up for more than a few weeks. People 
will start making mistakes and can't physically cope with this. The maximum number of datasets 
per week for a single reader Is 1 0. 

All of the above means that we will not even be ready by Christmas of this yearlllll 


The only possibility of meeting the AGO deadline is 

1) To allow Mark KlinkenbijI to participate in the reading after some severe additional training by 
Eric de Groot. 

2) To certify at an incredible speed two additional readers 

Furthertnore, if Mark would be allowed to act as the 5th reader, the dalp fpqfn th,e VANGUARD 
study could be incorporated into the final analyses which would save 100 datasetsi 


We need to talk as soon as you gefiup. 


MSPP 004780 
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From: Veltri, Enrico [Enrico. Veltri@spcorp. com] 

Sent: Monday, September 17, 2007 8:48 PM 
To: Mcnicholas, Sean; Strony, John 
Subject: RE: ENHANCE - status 

Soren is a prick. How's that for staying calm. Tell him to f’ off. Rick. 

Original Message 

From: Mcnicholas, Sean 

Sent: Friday, September 14, 2007 4:51 PM 
To: Strony, John; Veltri, Enrico 
Subject: FW: ENHANCE - status 


Comments And please stay calm and reply back only to me Sean 

Sent by GoodLink (www.good.com} 


Original Message 

From: Christiansen, Soren Bo (WS) 

[mail to : soren_christian3en8merck . com) 

Sent: Friday, September 14, 2007 04:48 PM Eastern Standard Time 
To: Allibone, Kathleen M; Hill, Barbara; Bastos, Jose A.; Strigini, 

Bruno; Christiansen, Soren Bo (WS) ; Granata, Francesco; Heifer, Gerda; 
Petitti, Joanne; Mendoza, Miriam; Jones, Monica; Oschmann, Stefan; 
Mcnicholas, Sean; Silva, Ariane D.; Warner, Grey F 
Subject: ENHANCE - status 

To the Board : I have to express my concern over how SPRI is interacting 
with one of the most important customers in EMEA. During the meeting at 
Dr. Kasteleins Hospital it was agreed to conduct a meeting with outside 
Consultants by mid September. According to email below there has been no 
::ommunication to Dr. Kastelein with respect to when the meeting will 
take place. This raises a question, in my mind : is this high enough on 
the SPRI priority list ? Thanks Soren 


From: J. J.P. Kastelein [mailt o:j.j, kastelein@amc.uva.nl) 
Sent: Friday, September 14, 2007 3:05 AM 
To: Christiansen, Soren Bo (WS) 

Cc; O'Malley, Justine; Nouss, Edgar M. 

Subject: RE: ENHANCE Stand by - revised 


Dear Soren, 


Thanks for the changed statement. I have no further questions. 

I have heard nothing about the Consultant Meeting. I will write Strony 
and Veltri right now. 


Regards, John 




John J.P. Kastelein, MD, PhD 
Professor of Medicine 
'hairman, Dept, of Vascular Medicine 
Academic Medical Center 
Meibergdreef 9, Room F4-159.2 


KiicoD n-ioc' 
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ORTHO BIOTECH 
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FROCRIT 

2 



_'‘vit •» what I:i'. ''ow j n»nxv. 


Confidential 


OBi EC 0000081 
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ORTHO BIOTECH 
PROCRIT 



W0^4il^ S 1 


This is about Pfbarit 


"ANTHEM" 
TV;60 PAGEl 


If a chemother^y 

patient and you feel tired and 
weak... 


...adt your doctor about 
Procrit. 


ANNCR: Procrlt is a natural 
way... 


...to te^‘n red blood ceas... 


mean more strength. 


Confidential 


OBI EC 0000086 
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ORTHO BIOTECH 

PROCRIT 

"ANTHEM" 

TV;80 PAGE 2 
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ORTHO BIOTECH PRODUCTS, L.R 

PROCRIT 



^ 1 ^ 
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ORTHO BIOTECH PRODUCTS, L.R 



PROCRIT 

'BIG BOY BED” tv :60 
JJOP-6101 PAGE 2 


N •' ftrocrit is proven and safe. 
In studies, onfy diarrhea and edema... 
>‘'UPEK. BY PRESCRIPTION ONLY) 


...occurred more often with ^crlt 
than placebo. (SUPER; SEE OUR AD 
IN COPING MAGAZBSfB) 
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PRODUCT Procrt LENGTH 15 

MARKET ^YfifltNY STATION WC8S 

PROGRAM Gul(Bflg ligfTt DATE 0?«G03 

CODE# 030701S27 TIME 10:59 AM 

TITLE He Dreamed Of Running a Bed & Breakfast REV OF # 030600087 



Fn'»i. riT 




I i«> I HkrK ii ' 
- . i . 


orca)n,300,FRCCRIT. 


(MUSIC OUT) 


VIDEO ALSO AVAIUBLE 

Maiefis! suppiisd by ^5 tMy bi iiss4 foi ioteinat wriair. ahalysit a wsswcii Aay fSOeg, rejWDdudnn. p«AIica^ r^beMtusting, pubDc Pairing or dispiiy for profit to forbiddca and may notice copyright ian. 
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PHODUGT PROCRiT 


Health & Lifestyle 


Anderson 


CODE# JJN(»433 
LENQTH m 

Cn^ng 6u®d DRTV 
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PHODUCT PROCBiT 


Health & Lifestyle 


COSE# JJNO5401 
L£N011I :15 

TITIE D^ssSngOyard 


MBS. BRADVr These days, 


m CmM Proi^te r^for 

fm"? 


you yow (k)^r abwl Procrft, 


300.PROCR1T 
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Anderson 



Health & Lifestyle 




PRODUCT PROCRrr 

cmm 

LENOTH M 

TITU “Auctioneer" ^5 



loved 



might become anemic, maybe feel 
weak.. .but it slowed me right down. 


CHARLIE; 

I asiffid my doctorabout PROGRIT. 


get my strengUt back. 


CHARUE; 

For the ^isttime In 30 years, ! was too 
tired to work. 



ANNCR. V.O.: PROCRIT is not for 

patients v«tis imcontroHed high blood 


V.O.rPROCRfT is proven to 
uild red blood cetis... 
an mean more strength. 


AM^iCRVO PROCRIT IS for AN 

rnenothr npy-rol?teo anemia In pattente he! 
with most ct cancer.. wh 


pressure, and may increase the risk of 

blood ciots. 


ANNCR. V.O.: 

Call now and ieam how PROCRIT can 
help you get back the strength 
you need... your strength fw living.. 


CHARUE: Okay folks, let’s go! 
(Auctioneering dialogue under) 


CHARLIE; 

Yep, I’ve got ^o speeds - fast and 

^ter. 


Confidential 
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Health & Lifestyle 


Anderson Wm 


But the chemo slowed me light down, f-or the first lime svsr. i was too tfmd 
to wort?. 


talked ^st 
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Artderson 
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PRCMXICT: PROCRtT 
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LENGTH 
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Procrit- Chronology of FDA Regulation of ESA “Quality of Life” Advertising 

Note; In the early 1980s, Amgen developed epoetin alfa, 3 genetically engineered copy of a human 
hormone, marketed under the name Epogen. But in 1985, Amgen, then a small start-up bio-tech, licensed 
most of its marketing rights over the drug to Johnson & Johnson. Under the licensing agreement, Amgen 
kept control over marketing the drug to dialysis patients with chronic renal (kidney) failure ( CRF). Ortho 
Biotech LP (Ortho), a wholly owned subsidiary ofJ&J, in turn acquired the right to market and distribute 
the drug, under the proprietary name Procrit. for any other use in the U.S. Accordingly, Epogen and 
Procrit are identical drugs (epoetin alfa) but are marketed for different purposes by Amgen and Ortho 
(J&J) respectively. 

Note: Until 2003, the Advertising and Promotional Labeling Branch (APLB) in the Center for Biologies 
Evaluation & Research ( CBER) held responsibility for oversight ofDTC ads for oncology. In 2003, 
oversight over the advertising of Procrit moved from APLB in CBER to the Division of Drug Marketing, 
Advertising, and Communications (DDMAC) in the Center for Drug Evaluation and Research ( CDER). 


Exh. 36 - 9/17/96 - “not approvable” letter from FDA CBER to Amgen/J&J denying 
application for “quality of life” indication. 

- FDA stated: “Our review has found that the clinical data 
collected are inadequate to draw any conclusions regarding an 
association of quality of life and Epoetin alfa therapy in patients 
receiving cancer chemotherapy . . 7’ 

Exh. 37 - 3/02/98 - “not approvable” letter from FDA CBER to Amgen/J&J denying 
application for “quality of life” indication. 

FDA stated: “In the absence of a carefully monitored, adequate 
and well-controlled clinical trial, conclusions about how patients 
would have responded in the absence of Epoetin alfa therapy 
cannot be drawn. ” 

Exh. 38 - 10/27/98 - letter from Amgen/J&J to FDA Advertising and Promotional 
Labeling Branch (APLB), CBER regarding proposed Procrit “quality of life” 
advertisement. 

company requests whether it is possible to promote “on increased 
energy and activity levels” based upon data collected during two 
trials of chemotherapy-induced anemia in cancer patients 

Exh. 39- 11/6/98 - letter from FDA APLB to Amgen/J&J. 

cites Procrit ad which reads: “Are you a chemotherapy patient? 
Do you feel tired all the time? Please tell your doctor. There’s 
treatment for the tiredness. ? ” 

- FDA states: "Procrit is intended, among other things, to treat 
anemia associated with certain chemotherapeutic regimens, not 
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“tiredness" in general. This information is considered to be both 
false and misleading under the Act [reference section 502(a)] and 
the provisions described in 21 CFR 202.1(e)(6)(xviii). ” 

Exh. 40- 1 1/20/98 - letter from Amgen/J&J to FDA APLB. 

- J&J vsrites: “Although we believe that the body of the 
advertisement implies the association of tiredness due to anemia, 
we will qualify in the “Head Lines” that treatment is for the 
tiredness associated with anemia ” 

Exh. 41 - 3/30/99 - letter from FDA APLB concerning complaint about off-label 
promotion of Procrit at higher levels than indicated. 

Exh. 42 - 5/1 1/99 - letter from FDA APLB concerning another complaint about off-label 
promotion of Procrit at higher levels than indicated. 

Exh. 43- 1/24/00 - letter from Amgen/J&J to FDA CBER re renewed application for 
“fatigue” indication. 

- company submits new data and states: “fWJe have revised the 
proposed labeling text to describe these data which demonstrate 
increased energy, ability to conduct daily activity, and reduce 
fatigue. We have deleted specific reference to “Quality of Life" 
statements as it was felt to be broad in its connotation. ” 

Exh. 44 - 6/30/2000 “untitled” letter from FDA APLB to Amgen/J&J re multi-element 
promotional campaign for Procrit. 

- FDA wrote.’ “The claims made throughout the promotional 
materials are in violation of the Food, Drug and Cosmetic Act 
(Act) and implementing regulations due to expanding the use of the 
product as a treatment for fatigue. ” 

Exh. 45 - 8/9/00 letter from Amgen/J&J responding to 6/30/00 letter from FDA APLB. 

- companies request presence of Seth Ray, Esq., or another attorney 
from the Office of the Chief Counsel in face-to-face meeting to 
help clarify “a consistent position for FDA.” 


Exh. 46 - 8/16/00 letter from Amgen/J&J referring to 7/21/00 teleconference regarding 
6/30/00 letter from FDA APLB. 
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- Company states: “At that time, you recommended that we 
discontinue all pieces that mentioned fatigue. When we questioned 
such a request, Mr. William Purvis stated that you did not mean all 
pieces, but rather, we should “look at primary vs. secondary vi. 
tertiary claims. ” Since these are not distinctions that are noted in 
the Act, we questioned how we would determine the category for 
claims in the pieces. ” 

Exh. 47 - il23/00 letter from Amgen/J&J to FDA APLB concerning FDA 6/30/00 letter. 

- Company confirms postponement of meeting due to company 
request for presence of FDA Office of Chief Counsel 
representative and asks FDA to clarify a number of questions 
including: 

- “Please provide guidance on how a sponsor can 
effectively communicate to consumers about 
complicated disease states.” 

“Please provide definitions for primary versus 
secondary versus tertiary positioning of a product’s 
indication in advertising and promotional materials.” 


Exh. 48 - 1/5/01 letter from Amgen/J&J to FDA CBER documenting FDA “willingness 
to change the position that was set forth in your June 30, 2000 letter. . .” 

- J&J wrote: “In some instances, there are market research data the 
support the fact that consumers understand anemia to be a 
laboratory value. However, they may not clearly understand the 
connection between the laboratory value and their general feeling 
of being tired. After a very useful discussion about the various 
ways to educate and communicate with consumers, FDA agreed 
that it was reasonable, in the context of consumer directed 
material for Procrit, to initially present information about fatigue, 
since this symptom is clearly recognized as being the most 
predominant. Thereafter, it would be acceptable to have a 
discussion about anemia, followed by a discussion of the specific 
treatment. Going forward, OBI [J&J] will carefully consider 
making symptom, condition and treatment claims within 
reasonable proximity to each other, but such must be evaluated 
against the appropriate communication format for the particular 
medium. ” 

Exh. 49 - 5/18/01 letter from Amgen/J&J to FDA stating intention to renew application 
for “quality of life” indication for cancer patients. 

Note: 11/29/01 memo - from the Deputy Secretary ofHHS instructing FDA that no regulatory letters could 
be issued until the Office of Chief Counsel (OCC) reviewed them. Before this policy change, OCC review 
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and approval of regulatory letters was not required. See GAO, Prescription Drugs: Improvements 
Needed in FDA 's Oversight of Direct-to-Consumer Advertising, ” November 2006 GAO’07-54 p. 3. 

Note: The office of the Chief Counsel (also known as the Food and Drug Division of the Office of General 
Counsel, Department of Health and Human Services) is part of the Office of the General Counsel of the 
Department of Health and Human Services. The Chief Counsel of the Department advises the FDA 
Commissioner. 


Exh. 50 - 12/21/01 “untitled” letter from FDA APLB to Amgen/J&J detailing numerous 
“false and misleading” aspects of Procrit advertising, including two DTC broadcast (TV) 
ads (“Anthem” and “Big Boy Bed”) and requesting J&J revise advertising materials 
accordingly. 


- FDA states: "The tagline “Strength for Living" is misleading 
because it implies that Procrit improves strength and may improve 
survival when these outcomes have not been demonstrated by 
adequate and well-controlled clinical studies 

“Claims or implications that Procrit treats weakness and fatigue, 
or that Procrit increases strength, are misleading. Procrit is 
indicated for the treatment of anemia in patients receiving 
chemotherapy for non-myeloid cancers. The presentations imply 
that Procrit would improve fatigue and weakness in any 
chemotherapy patient when, in fact, Procrit only has been shown 
to increase red blood cells in chemotherapy patients with anemia. 
Chemotherapy patients may have fatigue and weakness due to 
factors other than anemia. Thus, increasing red blood cells with 
Procrit would not necessarily improve a patient's condition for 
weakness and fatigue. ” 

Exh. 51 - 1/10/02 - handwritten notes of OCC meeting regarding FDA 12/21/01 
“untitled letter”: “DT” - Dan Troy? ; “ML” - Mike Landa?; “Seth” - Seth Ray?; “MR” - 
Mark Raza? 


- “DT/SR - OCC looking at letter so should help” 

- “DT - provide guidance to DDMAC + CBER” 

“DT - fully protected — l" Am Speech — context matters - not 
commercial speech.” 

- “readjustment in thinking: presumption - may not speak 
presumption - you may speak” 

“DT - as long as company stays away from saying literally S + E - 
OK" 

Exh. 52 - 1/25/02 letter from Amgen/J&J responding to FDA 12/21/01 letter. 
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J&J writes in part: “It is unclear how FDA reached the conclusion 
that the intent of the tagline "Strength for Living ” was to imply 
that Procrit improves strength and improves survival. Clearly, 
there is an improvement in the symptoms associated with anemia. ” 

“Therefore, today as always, we contend that fatigue is a cardinal 
symptom of chemotherapy-induced anemia and the relationship 
between anemia and fatigue is universally accepted. ” 

Exh. 53 - 2I\2IQ2 letter from Amgen/J&J responding to FDA 12/21/01 letter. 

- J&J requests additional time in which to revise advertising 
materials and requests a meeting to discuss FDA allegations. 

Exh. 54 - 4/02 Review Memorandum re Amgen/J&J response letter to CBER’s 

12/21/01 1 letter. 

- CBER objection summary: “Claims or implications that Procrit 
treats weakness and fatigue, or that Procrit increases strength, are 
misleading. The presentations imply that Procrit would improve 
fatigue and weakness in any chemotherapy patient when, in fact, 
Procrit only has been shown to increase red blood cells in 
chemotherapy patients with anemia. Chemotherapy patients may 
have fatigue and weakness due to factors other than anemia. ” 

- J&J[OBP} response summary: J&J contends that “tte 
relationship between anemia and fatigue is universally accepted. ” 
J&J refers to five references, which discuss quality of life and 
quality of life instruments that relate hemoglobin, and hematocrit 
levels to improved quality of life. “Three of the five references 
have some association with OBP [J&J]. 


Exh. 55 - 5/28/02 email within FDA from Broadnax to Byrd and Abrams regarding 
teleconference following day to address OCC viewpoint of Procrit advertising issues 
contained in FDA’s 12/21/01 letter. 

Exh. 56 - 5/29/02 handwritten notes entitled “TC [Teleconference] w/ DDMAC re: 
Procrit” 

“Overall message fr. OCC - try to find middle ground. Fix in 
context rather than yanking material" 

Exh. 57 - 5/10/02 letter from Amgen/J&J stating, in part, proposed corrective actions to 
DTC broadcast (TV) ads; 

- J&J will move tagline [“Strength for Living”] in closer proximity 
to approved indication. 
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- J&J will link symptoms to the disease and treatment. 

Exh. 58 - 7/30/02 letter from FDA to Amgen/J&J finding most of J&J’s proposed 
corrective actions acceptable. 

FDA reminds J&J; “We again request that the tagline be 
repositioned to be closer to the indication as agreed during the 
April ii'* teleconference. 

Exh. 59 - 2/27/07 email from Dan Troy (former Chief Counsel, OCC) to Jeffrey Senger 
(OCC) re J&J promotion of Procrit and related email chain. 

- Troy wrote: “A woman named Leah Walker from Amgen has asked 
for a meeting with Tom Abrams, Lesley Frank, and MarkAskine 
from DDMAC. They have asked for someone from OCC to be 
involved. It would be great if you could make sure that someone at 
OCC makes sure that people understand the limits of their 
authority. ” 

Note: An August 10, 2007 letter from counsellor J&J to Representatives Dingell and Stupak states in part: 
“Shortly before February 23, 2007, Amgen informed Ortho Biotech about a communication it had received 
from FDA requiring the discontinuation of all promotional activitesfor their ESA products. Ortho Biotech 
consulted with outside counsel, who later advised Jeffrey Senger, Deputy Chief Counsel, and Sheldon 
Bradshaw, Chief Counsel for FDA, of the agency's demand. Subsequently, Dr. Richard Pazdur of FDA's 
Center for Drug Evaluaion and Research clarified that the agency was requesting the Amgen and Ortho 
Biotech voluntarily discontinue promotional activities. For their ESA products. ” 

Exh. 60 - June 20, 07 email from Seth Ray to Sheldon Bradshaw and Mark Raza re draft 
EPO Q&A for Ways and Means. 

- Ray wrote: “In the answer, I would delete clause (2) (“the fact that 
there was certain information concerning weakness/fatigue already in the 
product’s labeling As Mark and I discovered yesterday, the quality of 
life ( QOL) information in the Clinical Experience section of the Procrit PI 
only applies to the renal failure indication. [In fact, CBER turned down 
Amgens’s supplements to cuid QOL claims regarding the 
cancer/chemotherapy indication.] In addition, a Q&A prepared by CBER 
. makes a strong case that, because of marked differences in the nature of 
the renal failure and cancer/chemotherapy anemia indications, it is not 
reasonable to infer improved QOL from one indication to another. ” 
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Our Reference Number: 95-1508 SEP 1 7 

N. Kirby Alton, Ph.D. 

Aajgen, Inc. 

1840 OeHavillaBd Drive 
Thousand Oaks, CA 91320-1789 

Dear Dr. Alton: 


This letter is in regatd to your prodoet licsnse suj^lement for ^oeun alfa submitted under 
ssttiqn 351 of the Pphlife fieaith Service Act. BefereBce is also made to our information 
r#j|UBsts dattdhloVMaber 28, 1995, June fcl996i and July 22, 1996 and .your responses 
dated January 22, jilts, March 21, 1996, June 17, 1^. My 17, 1996, July 25, 1996, and 
August 26, 1996. 

The Center for Biologies Bvaluation and Research (CBER) has completed the review of all 
subinissdtms madU Wlattg to this product appUcatioii. We acknowledge ^i tiis study was 
not designed to support a quality of life indication for Epoetin alfa in aUeinic patients 
undergoing chemotherapy of nonmyeloid malignancies. Our review has found that the clinical 
data collected are inadequate to draw any conclusions regarding an association of quality of 
life and Epoetin alfa therapy in patients receiving cancer chemotherapy and that this 
supplement is not approvable at this time based on the deficiencies outlined below. 

1 . Qualify of life measurements are highly sensitive to small differences in patient care. 
Improved quality of life may be attributed to a recent transfusion, completion of 
chemoflierapy, concomitant medications, the time of day foe questionnaire was 
administered, or foe fact of participating in a trial. In foe absence of a carefolly 
mordtored double-blind placebo-controlled clinical trial, one catmot draw conclusions 
about how patients would have responded in foe absence of Epoetin alfa therapy. 

2. The data submitted do not constitute evidence of an association between administration 
of Epoetin alfa and an improvement in functional capacity parameters. The reported 
p-value of <0.001 gives strong evidence that foe mean improvement in energy level, 
activity level and overall quality of life is greater than zero. This evidence does not 
address foe question of whether Epoetin alfa can be associated with this increase, 
unless it is known that this population would have experienced no mean improvement 
in the absence of Epoetin alfa. 


PI1.E 
CO FT 
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2 - Our Eeference Number: 95-1508 


tf ytm wift topriufe a of islft toStotieB far Fataftats unUergoiag ft«sB#r 

fihfauoU^apy, stufly PR 03*37-003 can not stand as a substantive part of the cljidEal basis for 

rjikiHiiMS aufplrtvft tif IMS libation. lij that fe|atC ive reeommefld ymrlidtfess Jbe 


$, iSittte <*f iiib I®®} ja^ir&vsiBBtits Ri Btytl, sclivity bvffiiJjpaSy 
bf Sfe biiSsA b«K»plete data. Of the 36| palfests 'Who dfed ea tsfly 
^UfestinaaMres. Sajee the nyetaR response rate was 15$, 

■ v.^"’ ^ 




^ 4. Wi& tefKTBijiiaslo^^'&JBMUscript by Glaspy ef W stAnjitted on June If, please 


- V, --Jf- 




^eUiscrepaii^ ml 
^'tWl) and (S pgl 


It .of padents.’tyho rgi 


b. Please submit a complete copy of the original manuscript; on the top of page 
16, four selflSnces appear to have been deleted. 


c. Please provide ranges for the effect sizes listed on the bottom of page 16 so that 
their impaet may be assessed. 

d. In Table 1, page 36, please include transfusion data for months 1-4. 

e. Oe^iie differences in quality of life measurements, the patients did not 
demonaUate the smne degree of change in either ECOG or KatnofMEy 
Performance Scores. Please comment. 


5. In item 3 of your June 25, 1996 submissioD, please explain the discrepaneies hfitween 
the table and the chart with regard to the numbers of patients treated wifo tastOl and 
doxorubicin. 


We reserve comment on the labeling until the application is otherwise acceptable. 


You may request a meeting with CBER to discuss the above steps for approval. Please revest 
die meeting at least 15 days prior to the proposed meeting date. Alternatively, you may 
choose to discuss foe above steps via a telephone call. Should you wish this meeting or a 
telephone discussion, please call Leon Epps, in the Division of Application Review and Policy 
at (301) 594-5660. 
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Page 3 - Ouj Reference Number; 95-1508 


Within 10 days after ftre date of this letter, you are requested to: (1) amend the application; 

(2) notify us Of your intept to file an amendment; (3) withdraw the application; or (4) reqpsst 
an o^portuBi^ for a hearirg <m the question of whether there are grounds for denying approval 
of plication. In the absence of any of the above responses, CBIR may initiate aefiOn to 
deny fte application. Please note our review clock has been suspended with the issuance of 
this letter. Note also that any amendment should respond to all deficiencies listed and a partial 
r^fy will not be considered for review nor will the review dock be reactivated until all 
deficiencies have been addressed. 

Sincerely yours. 


Karen Weiss/1 
Director 

Division of ^l^ttellFrial Design and AnaiytiS 
Offi(w6f Therapgpfics 
R^arch 0ii.i^yiew 
Center for Hbfe|ics 
Evaluation and Research 


H. Chang, M.D. HFM-570 

K. Weiss, M.D. HFM-570 

J. Siegel, M.D. HFM-500 

T. Neeman, Ph.D. HFM-215 

P. Lachenbtuch, Ph.D. HFM-215 
S. Risso HFM-585 

G. Jones, Ph.D. HFM-585 

R. Wolff, Ph.D. HFM-594 

L. Epps, Ph.D. HFM-594 

K. Webber, Ph.D. HFM-594 


OTRR;DARP:yOFFE:8/27/96/; Epps;9/ll/96(revised); Epps:9/13/96 <revised);ty:9/17/96 
Webber:9/16/96(revised) 

(S:\Webber\Amgen\951508.mod) 
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N. Kirby Alttoi. 1%.D. 

Anuga^ Inc. 

1840 Q^jE&viUiiiid t>iiye 
HnJ^aBd Orts, GA ^1320-1789 


.tt>j(Mr 


S<iptWttb8ra.~jBW,aihlaitt«aigd«'i^BWL^t<^0»Ri|)ifcfW ^^ iiii?Act 

final iri^on at tbis time fawi^nsc ^icy do not addrett ontfined in 

^pBStiaBapp94u)$]iW0Ofourb^ttf5lste>n 17>.I99^ 

a4»i|!8te && wdI-fi4atfeBy tinned tttfi, ^otid 

in file aiHtiice alib ihirl^nannDtfi* ^&(W^ afiJnHed 

do dot ]n((vide fiafiifiiiiik fi^^ifieiwje of % of 

ttfi an U^novemHit'&i fiffiafieiial eapacity^paraniiiiC^ 

'Wb jeaeirve conntient on the pro^Ksed labeling undl thla suisidenwit ia ofiiecSritie acc^^ble.. 

Vtditnayifjiiaat amttiingwhliCfiER In dia^nas the above ste|ia^ap]^9Vd. neasem^jeat 
tbe Ibee^ IS days i^Kdr to the fiioposed tneetiiig date. A]ten)afi<^tiy,,ydii nisy ehoo^ to 
disepss tte above steps via a leiqdionB call. Sbouldyou widitMs nied^orM^lioi# 
discusaim, please call lxott!^pps, Fb.D., in the Division of Application Sdvlew and Policy at 
C301) 827-5103, 

Within 10 days after die date of this letter, you are requested to tate one of the following 
actions; (1) amend die snppkment; (2) notify iis of yonr intent to file an ameodtnesit; 

(3) withdraw the su{q)ieniSnt: (4) request an epportunhy for a hearing on the quesdon of 
whether there are grounds for denying approval of this supplement. In the absence of any of 
the above responses, GEER ti)ay hudate action to deny this supplement. 


IFSEJS 

COIF? 



SKtSBBSIMSW 8 SSS®SS?BHHB!BS 
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Page 2 - Dr. Alton 

Please note oqr review clock has be«nsa^ended:with^ issiiance of this letter. Note ttlso . 
that 0ie any amendment ^idi} lespontl ton!} defldnines listed and ^ partial r^ly inay pot be 
considered fi>r review nor win die;reviewdockbeRnedyateduiitii all defteieiicies have been 
addressed. 


Sincerely yours, 



Resn^ and Keview 
Biologies 


BtNndjdibn and Resear^ 


cc; H.Chaug, HEM-570 
T.Ndanan^ HFM-213 
P X^BjbeotoocI^ tlEM-215 

L. £^, ^3^.594 

£pM>S73 

G.ldhM; 

$.}lttesOyHFM-500 
}.^d,HFM-500 
B.GdUbian, ]ia%1^50Q 

M. Naecker, 11FM-58S 
RWeias, flPM-57D 
R-Wolff, HEM-594 
QAS,HFM-4 


prepared BYtlae;2yi7/98a/20/98;sd:2/23/98:2/25/98 
(s:\eppsV9S-1508.doc) 
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Jt&ocfia.Vdaofyrs^ 

Associate I»(ccR^RegidatoryA£&£ra 


/IMGEN 


, Octobrf 27, 1998 


Aeo^tQ '*• • 

1840 DeHxrillaod Drive 
Tbousaad O^CA 91320-1789 
8O5;447.10(ip -4 2 ’ 

,J ■ . 


MS-Toni Stifano , ... *• , . , ^T‘'3 

.Office <?f Compliance and Biologies Qualjty/Advertising and Promotional Labeling Staff ■ 
(OTM-202) ' . , 

Center for Biologies Evaluation and Research 
.Food'and Drug Administiation 


r 


> RECEIVED 


c/o Document Control ■Ccii,ter '(HFM-99) 
WoodmpntOffice Center, Suite 200 North 
14pl Rockville Pike . , 

BockvilIe,M£) 20852-1448 ^ 


OCT .’2 8 1998 

L^ezok-Z'!- 


CBEl^/DCC 


RE; PROCRlT®(Epoe(in alfa) Quality of Life Draft Advertisement (MIN X0186) 


Dear Ms. Stifano, ■; , ‘ ■ ' • = 

This letter is in follow up to the telephone conference of Wednesday, October J4, lO^S 
between, yourself, representatives of Amgen Inc., md The RWJ Phannaceutical Rese^h' 
Institute, wherein discussions took place regarding possible agency directives on data 
reared to support Quality of Life labeling. • 

During that conversation representatives of PRI inquired as to whether it would be 
possible to promote on increased energy and activity levels based oh data collected with 
well-vglidate4 instrurnents during two large open-label trials of anemic cancer patients 
■ treated with chemotijerapy. . , 

Your adiiice was uf provide a mock up of the a proffiotiona] piece with accurate md 
inclusive data, sWwing both positive and negative results and describing the domains, 
measured and t^ of measurement instrument, ^tfeht population of study', numbers of 
patients evaluated, and accountability for those not evaluated. 

In accordance with that advice, we are herewith providing five copies of a draft 
promotiona] piece describing increased energy and activity levels in anemic, cancer : 
patients treated with chemotherapy for-review at the Quality of Life Committee meeting 
on October 29, 1998. Alsp provided are copies of the two publications fiom which these 
data are derived; . ‘ 

• Demetri GD, et al. Quality of life benefit in chemotherapy patients treated with 
Epoetin alfa is independent of a disease response or tumor type; results ftom a 
■ prospective community oncology study. Journal of Clinical Oncology 1998 October; 
16(i0);3417-3425. 


»HLeSltVOBDEPr.I irEPWtABEUNG^FDA aJWt£SPONDENCEy»Wl,linSJffja)ilSJKra 
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• Gtepy J, et al. Impact of the^>y with-^(oe{in alfa on clinical outcomes in patients 
t with nomnyeloid mali^ancies during cancer chemotherapy in coipmunity oncology 
practice. Journal of Cliiiical Onailogy 1997 March; 15(3);1218-l-234. 


Youf consideration and wiUingness to assist us in this activity are gteatly appreciated. 

Should you have any guestions, please contact either Heather Penitoo. or rnyself at- 
L ^respectively, or by FAX at£_ . J 


Sincerely, 



Jeffery fallows ( 

Associate Director, Regulatory affairs 




{98_1027_hpJC0186)‘ 





\V1LBS3tV021Dmi 1 l7VEP0^1JUIEUNGmi C»ltt£SPOm^^ 
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NCiyf--6 l998' - 

. Mr. JRalph JT; Smalling ' ' ■; . " ’ 

Amgen" . 

: One Amgfen Drive - ' ' 

ThotisandOaks, CA.91320-I789 ■ . 

’ . Dear Mr. Smallipg:" ' ' ' ■ , ‘ ' 

TWs letter is a follow-up to a phone conversation held on.Novemter 2, 1998 

betwccit Ms; ^nna Pitersbri and myself and tirill orily address our concerns ' . 
regarding a cUrect to coninaneE advertisement for PROCRTF® (Epoetin Alfa). ■ 
The advertisement in question rah in' Parade Magazine on Sunday, October • 

25, 1998; a copy is enclosed for your reference.' 

The headline for this ad reads; 


“Areym a chemoOieragy patient? Doyaufeel tired dll the time? Please tell your ■ 

doctor. There’s treatment for the tiredness". ■ . 

The header and body of this ad fails to disclose that PROCRTf is not intended 
for ALL patlents'on chemotherapy, and it is in fact limited for use by the 
approved labeling only for those patients with non-myeloid mali^andes. In y * 
addition, PROGRIT is intended, among other things,' to treat the aneinia 
associated with certain chemotherapeutic regunens, not “tiredness” in general. 
This information is considered to be both false and misleading under the Act 
[reference section 502(a)] and the provisions described in 2 1 CPR 
202. l(e)(6)(xviil). 

■Further, on a technioil note, the botfy of the ad directs the consumer to "see tftr 
y5»l/twi«g patfenf in/&n7iatiini”, when this iriformation is in fact a “Brief ■ 

Surrunary”; Also, the page on which the ad appears contains independent 
intervening material between it and the required brief summary of prescribing. ' 

information which thereby results in two separate advertisements. 



As discussed, I had rajuested that Aoigen stop running this advertisement. 
Understanding the nature of print deadlines and lead times, we acknovriedge . 
the fact that there is a remote posribility that this ad could unavoidably appear 


offid 
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Page 2 - Mr. Ralph J. Smallii^ . ' _ , , 

in the next issue. However, we ask that you notify us in Writing of the date ' 
that this ad w:^ t^cdUied and note any exceptions, as to its appearance. 

If ymi have any questions or require further information or’danfi^tion- please 
contact me at 301-827-6096, or send any writtat correspondence to: Toni M. 
Stifano, Assc^ate Dhertori Retaliatory. Policy, Office of Comipliance and 
Biojot^c Qqdity, HFhl-OT2, Ceriter for Biolo|^cs Evaluation and Research, 
1401 RockyiHe ffike. RDdwiUe.MD 20852-1448. 


*Ydurs Truly, 



Advertising and Promotion^ * > 
■ - jLabeling Staff 
Cehtcr for Bidlbgin Evaluation 
and .Rescarth , . . ’ ’ 


Endostire ’ ■ 
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Page 3 - Mr. Ralph J. Smalling 

TMS:tms:l l/4'98rVVVP:l 1/5/98 


ca ' ' > 

EColeHFM-606 ^ " 

JDonl6nHFM-600 
SMasieilo HFM-60d 
FSadlerHFM^S 
JSiegel HFM-406 ; 

TStifano HFM-600 - * 
pCCHFM-99 \ , 
Files-HFM-602 
VVPiHVis HFM602 ' " ‘ 

PKeegan HFM-573 ‘ 
.KWeiss HFM-570 
SEUcnbagHFM-210 . 
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KalphStnatting 

himxivr. fU:]{ufiiiMr 


November 20, t998 


ti^i M. ^tifano * ■. • ^ 

Associate Oireclor, Regulatory PolKy ' , , 
OfficeofCompliarice and Bloioglo 6ualily (HFMr602) 
Fcyx) and.Dn^ Actainisiratigri' - " ' 

Center for Biologkis iEvaluaton and Research ' • 

1401 Rockvilte Pike . • 

Rocimilie, MD 20852-1448 - ’ 


' > '• 

()ncAriigj.|fl (x*nicri>r{w 
^ HKHisand’iiSabs. € JAV t < AVI ~H«> 

Dioxt l?ial| I - 

s;. -z I 'pr- ' 1- 


NOV 2 3 


'1 

t 

i 

i 


^ uammdL.^ 

C TOCC 


Ref.j;. ’ PROpRITa^l&etin alia) Direct to Consumer Ad (MIN X0211) and Related Ads (iiJIN . 

X0192, X019S, #210) . . 

‘ 

. Amgen Inc. herewith confirms that pursuant to your November 6. 1 998 letter, the PROCRJT* ' 
(Epoefin alia) advertisement which ran October 25, 1998 In Parade Magazine.will no longer / 
appear In this or any other journals. Variations of the advertlseihent also aj^ared as outlined in 
the table below; >„ . , ' * 


1 » PROCRIT Oncol^sy DTC Campaign 

. Print Effort 


Publication- 

issue 

MIN . . ■ ■ 

MAMM' 


■ 

a; 

Juoe/ihjfy 

X0192 


Au^ept 

X0195 

■' ■. ■ 

Oci/Nov 

. X0.195 , 

Coping* ^ j 


■i. • ^ 

'• .« ' ’ 

July/Aug 

X0195 


Sepl/Oct • 

X0210 


Noy/Dec 

■‘X0211, 

rime(Wi^p) 



7/13/98 

X0210 

1 rotating 

X0195 

' 

every week" 

X0192 

mature Outlook' 

July/Aug 

X0192 

. 

S^Oct . ' 

xoaio 

Prevention . ' 

- It V 



M , 

X0i92 


Aug 

X'0i95 

M^dizlne .* - 



fourth Quarter ' 

X0195 

Panacte Full Circulation 

tonsm 

X0211 r! 


Wrap ads rotated weekly starting 7/13/98.'brlho Biotech Inc. lias order^ tessabW 
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’ Toni M. Stifano 
* November 20, '1998 
Page’2 of 2 


Amgen wishes to ?c^ly with FDA’s comments as comniunicate'd in die November 6, ,1 998 letter! 
and attached advertisemenl, and vyiil address these issue? as appropriate" in the Parade 
adyertisemeht and all piieces'with similar claims, as ioiiows: • ’ ■ 

1 . Reference will be included to qualify that treatment is for the anemia aasooiated with' 
chemotherapy tor non-myefold malignant cancers'. « 

-2. Although we believe, that the body-of the advertisement implies the associatiori of tiredness 
due to anemia, we wiB qualify in' tire "Head-Linesr that treatment Is for the tiredness- , 
associated with anemia. • ^ ^ 

3. We will ensure that W the future, no copy appears between" the PROCRIT^advertisement . 

copy and the' brief surhmaty.’ - 5 \ , ■ 

4. ' we will identify the brief suhimary as such and not as patient information until the time that an" 

■ apprqpn'ate Patient Information Summary is ayailable.^i . - 

We appreciate CBER's constructive comiirients regarding this matter,,and will not rerun the ads' 
until we receive verbal or vmtten acceptance by CBER of the abqva remertiations.. Should you 
have tny , questions or require further Jnforrhalion, please contact either Becky Clqavenger or 
myself at [_ .Jrespectively, or by FAX at(^ J < 

.Sineyrely, < - • 

'Ralph J. Smalt'mg 

Sr. Director Safety and Regulatory Affairs. 



(98-1 l20_bc_X0I92 X0195, X02I0. X021I) 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 


MAR 30 ira 

Ralph Smalling 

Sr. Director, Regulatory Affairs 
Amgen,. Inc. 

One Amgen Center Drive 
Thousand Oaks. CA 91320-1789 


Dear Mr. Smalling: 

Tlie Advertising and Promotional Labeling Staff (APLS) has received a complaint regarding a 
Ortho Biotech sales representative’s promotion of a 40,000 unit once weekly dore of Procrit 
(Epc^tin alfa) in anemic cancer patients on chemotherapy. A copy of all the promotional 
materials brought to our attention is enclosed for your reference. These materials are defined as 
labeling under section 201(m) of the Federal Focni, Drug and Cosmetic Act (Act) and further 
described in 21 CHI 202ll(l)h) of the regulations. 

The following materials have purportedly been used by the sales representative to persuade 
hematology /oncology physicians east of the Mississippi river in changing how they prescribe 
Procrit for their cancer patients. A Procrit dose of 40,000 units administered once weekly is. 
currently only indicated in surgery patients. These materials arc, therefore, false, lacking in fair 
balance and misleading or otherwise violative of section 502(a) of the Act since they contain a 
representation or suggestion not approved or permitted for use in the labeling. Specific^y, this 
promotional material directs using Procrit at a higher dose and different schedule and promotes 
this regimen as better, more effective and useful in a broader range of conditions or patients than 
has been demonstrated by substantial evidence or substantial clinical experience. 


Handdrawii (Homemade) Grapfi . ' 

This handdrawn (homemade) graph was used to illustrate bow a SO.OOOunit dose of Procrit 
administered once weekly will fall below a certain therapeutic blood level before the end of a one 
week interval whereas a 40,000 unit once- weekly dose will remain above this therapeutic blood 
level during the entire week. Both of these regimens are compared to what appears to be a 
“foller-cpaster” blood level achieved by using 10,000 units three times weekly. 


ME 

COPY 


<W=ncE 

nmKAME 


OFFKS 

SURNA)^ 

DATE 

omcE 

nnKAME 

DATE 
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Ralph Smalling Page 2 . 

Abstract - “Pharmacokinetics (PK) and pharmacodynamics (PD) of weekly and t.i.w. 
subcutaneous doses of recombinant human erythropoietin in healthy subjects.” 

This abstract was distributed with the above graph. It was apparently used in' part to explain that 
clearance of recombinant human erythropoietin decreased with increasing dose. The study was 
done, however, only in healthy male volunteers. 


Oncology Critical Pathways 

This supplement to Oncology Issues was made possible by an educational grant from Ortho 
Biotech Inc. and was distributed by the sales representative at a luncheon held for oncology 
nurses and physicians. The document contains an algorithm entitled, “Clinical Pathway for 
Epoetin Alfa in Chemotherapy*Itiduced Anemia for Patients with Non-Myeloid Malignancies” in 
place at Georgetown Uriiversity Medical Center, Lombardi Cancer Center. The algorithm uses 
40,000 units, of Epoetin alfa once per week as a starting dose. This document was apparently 
used to validate that; this is a recogrtized method of treatment at a large cancer center and was . 
considered significarrt enough to be published in this “Pathways” supplement. 


Allegheny University Hospitals Memorandum with Attachments 

The subject of this memorandum is weekly adirrinistration of Procrit in chemolltenipy-iiiduced 
anemia. Attachments to this memorandum include an algorithm for the once Weekly regimen at . 
Allegheny University Hospitals, Proposed U.P.C.I. Usage Guidelines and another algorithm in use 
at the University of T^exas MD Anderson Cancer Center. AH three algorithms use a Procrit 
starting dose of 40,000 units. 


The use of these materials in a promotional setting raises questions as to the validity of these 
materials as scientific or educational in nature. Under the conditions of use described, they are 
regarded to be promotional labeling for Procrit and are subject to sections 502(a) and (f) and . 
other sections of the Act. 

We request that Amgen/Ottho Biotech investigate this incidence arid r^tt firidiilgs hack to the 
APLS. We suggest that Ortho Biotech discuss this matter with their sales representatives in 
particular the use of handdrawn (homem^e) pieces, unpublished literature and other references 
to promote this off-label use of Procrit, 



426 


Ralph Srtialling - Page 3 


Your prompt and direct reply is requested within ten (10) business days of your rfeceipt of this 
letter. If Ortho Biotech forwards sales directives to address this incident, please enclose a copy 
with your response. The response should be sent to the attention of Ms. Carole Broadnax, 
Regulatory Review Officer, at the following address: 

Center for Biologies Evaluation and Research 
Office of Compliance and Biologies Quality 
Advertising and Promotional Labeling Staff 
1401 Rockville Pike, Suite 2G0S (HFM-602) 

Rockville, MD 20852-1448 


Sincerely yours. 


William V. Purvis 

Director,. Advertising and Promotional Labeling Staff 
Center for Biologies Evaluation and Re^arch 


Enclosuie(s) 


cohcuticnce: 

W Purvis/3-25-99/3-29-99 
C Broadnax^ 3-24-99/Edk 3-25-99/3-29-99 


cc: 

W Purvis (HFM - 602) 
C Broadnax (HFM-602) 
L Epps (HFM-594) 

S Litwin (HFM-576) 

P Keegan (HFM-573) 


Sfess: j/apls/broadhax/procrit/(2W dose complaint letter 
Review No. 69021702 


UNTITLED LETTER 
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W I I egg 

Ralph Smalling 

Sr. Director, Regulatory Affaiis 
Amgen, Inc. 

One Amgen Center Drive 
Thousand Oaks, CA 91320-1789 


. Dear Mr. Smalling: 

hi foUow-up to our recent coitespondence dat^ March 30, 1 999, and April 26, 19S^. regarding 
an Ordio Biotech Inc. (OBI) sales representative* s off-lahel promotion of Prociit (Epoetin alfe) 
40,000 units oncte v^kly dc»ing in janemic cancer patients on chemotherapy, ant^i^ conqilaint 
about this same issue has been brmi^t'to the attenUon of the Advertising and FWac^onal 
Labelmg St^(APLS). A copy of the promdUooal material is enclosed for your reference. Ihese 
materials are defined as labeling under se<:tion 201 (m) of the Federal Food, Drug and Dismedc 
Act (Act) and further desciib^ in-21 CFR202.I0X7) of the regulations. 

. hiformation provided to the ^LS indicates that thepromotional m^erial, an algorithm for die 
widely administr^on of ftocrit 40.000 units in cancer t^entsi. was used by the sal^ 
representative to disniss d^ off-label with an tmcology physician west of the MiSsissi^ 
river. The sales representadve visited the physicians office around the second M' third ,fiill week of 
April 195^; wtdeh is the same timefr^e that two directives dated April 9, 1999, and April 16, 
1999i were issDcd by OBI to its sales representative 

As you ptevibusly stated in your April 20, 1999. letter, we reemphasize that OBI continue to 
ri^^[Mde;th^:|ijdicy and ^A requirements as omtined in that letter during future traming - 

this issue will be diseiiS^^ 
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Your prompt and direct reply regarding OBl‘s promotion is requested within ten (10) business 
days of your receipt of this letter. The response should be sent to the attention of Carole 
Broadnax. R.Ph., Regulatory Review Officer, at the following address: 

Center for Biolo^cs Evalu^on and Research 
Office of Con^liance and Biologies (^lality 
Advertising and Promotional labeling Staff 
1401 Rockville Kkc, Suite 200S (HFM-602) 

Rockville, MD 20852-1448 


Sincerely yours. 


wniiamV. Purvis 

Director, Advertising and Promotional Labeling Staff 
Onter for Biologies Evaluation and Research 


Enclosure 


concurrence: 

W Purvis/5-U-99 

iCBieadnjD^ 5-6-99^lt>ll-99 
cc: 

Ori^al - DCG (HFM-99) 
F0I(HFM48) 

APLS Reading File (HFM-602) 
APLS Letter File (Hm-602) 
LEpps(HFM-594) 

S Litwin (HFM-576 
P Keegan (HFM-^573) 


Lj 

Address: i/aDls^roadnax/proo-il/kral qw dose complaint 

. 

— . -1 

p- l»^o;^sa306] l 

i ^v-5 
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t&is time we are providisg the Meeting Minutes/hfe'mdiahdum of Und^tanding, 
ftom the 23 - September 1998 meedng (overheads- used during-' this -presentation 
available upon request). 

Data are now- available from « Multinational, Multicenter, Phase IQ, Placebo 
Controlled' Study in Cancer Patients (lNT-10)-which-we-would lilce to discuss with 
the Agency. Infocmation on this study will be included as part of the Background 
Document. This double-blindy placebo-contrcdled study assessed the ^fecl of early 
intervention and/or treatment with Bpoeti n alfa on anemia injgncer patients receivi ng 
non-platinum containing chemotherapy. 


changes in these particular domains are consistent with the Phase IV, Open Label, 
Multicenter Trials that we have previously presented. 


A statistical reanalysis of the Phase IV data (uovided by Dr, Stan Fiijkelstein (MU- 
Sloan School of Management) will be included in the Background Packa^i^well as 
an analysis from Dr. Janet Wittes (Statistical Ct^laborative, lac.) on .th& relationship 
between hemoglobin and quality of life in the PhaseTV studies. 



<*atutunru«\TcksBWWii'cr>a Bcmicr-r m* kiesTTIw. . IWmt - « • - - • . -r-" rr* r* 


CAWINOOWS\T£MPM}(N:fDA REQUEST FOK MEFTWO^DOCgt bury: TWMMl 
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Glen Jones, Ph JD. 
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In addition and as discussed during out 23 September -1998 meeting, we wiD be 
providing reanalyzed quality-of-life data from the origin^. Phase ID, Placebo 
Controlled Studies in Cancer Pstients. lliese data, which included quality-of-life 
parameters, were initially shbmitted on 29 July 1991 and were reanalyzed based on 
questions received riom the Agenqy regarding source of the buUc material. Data 
derived only from Amgcn-soureed, bulk qateria! ■were re-submitted on 31 July 1992 
and these data subsequently provided the stqtport for the approval of the cancer 
indication. Because cUnical experienee has demonstrated cDnical equivalence 
betwem Epoetm alfh, regardless of source, wO are summarizing die original study, 
results collected for QuaDty of Life for patients who received cbeino^erapy as 
supportive data. Also, brief synopses of four additional supportive studies will also be 
included. 

Finally, we have requested Dr. Donald Patridc SrOm the University of Washington, 
Seattle. Washington, to evaluate the QoaDty of Life data horn our Jliase ID ^t-IO) 
and Phase IV data, and summarize its merits in the form of an Expert Report. 
Dr, Patrick’s evaluation will be included itt the Background Document for your 
review. — *- 

As Suggested by Dr. Jay Sidgel'and'the Agency at die 23 September 1998 meering, we ■ 
- have- revised- the j^oposed labeling -rexb.to-describe these data which demonstrate, 
increased energy, ability to conduct daily activity, and reduce fatigue. We have 
deleted speciEc -reference to “Quality of life** statements as it was felt to be broad in 
its connotation. This draft text is inctuded for your review and comment. 

D there are any questions, please call me at'C 3 bt Donna Peterson at 

(805) 447-4966.- -Amgen consideis'tbe contents of this submissjon confidential and 
exempt from disclosure under 21 CFR-'20.6L 


Sr. Director 

Regulatory and Medical Affairs 



C.lWiNf)OWSlTE.MPiQ<X.FDA REOUtST F^>(EEniR%JDC]a34iHM9>^2Mn^^ 
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DEMtRmBn'OFHEALTH&HlIMANSeRVICES . 


< FlubicHeai^ServiM. 


and OivoyuMnM^tfon 
iaoinodaiaPita v . . 
Ro^Mto^MQICiesa-liHS . 


’ JIW 30 20)0 


Mr. Ralph Sn^i^ 

Sr:'Dircctor, ^gulatory 
Aj^owhi^ < 

One Amgai Cenler Drive. ; 
Thousand Oa^CA 9I32H7<4 


.^DewMr.,Sni^big: 


Hie AdvolisiDg uxlFioraotiODal Cabelmg Branch CAMS) in IheOfB^ of COnqiliMice and Biologies 
Quality has reviewed a muilfeienieat pronotiOnat campaign l:y Orlho.Biole^ Irie.' (OBO for the product 
Fiocrit al&).' Amgen, Inc. is the Ucense^Idet for Procrit md is responsible for the distrdiutipa 

' Of a&.advestishig^andproinoti^al materia] fctfdieprodtict. ^ ■ 

The cliUajs tWoughaut the promotioiAl matmiids are iisviolation of the Food. D^g and.C^ihiietic 

.Aet CArdydndtipplementing reg^atioits due to expanding die r^oftfaeprodu^ as a tratinentfiv 1 

ftripie Ttiese ehiifei Vtao tfpaitd be the WWW jrbcritcom websife'as recently a» A^, 19 and 21^ 

2000. ’ hi additiafi,.thete.are some queStrons regarding Amgen’s and or OSFs rclatioi^up widi the, 

. National'Minocity Aids'Connctl OOdAC) and The Bahn in Gilead tegandng the promolioa of 
al& W die treatmeait qf HIV anemia and drediiess. We also |i^.eoncenis over the proper submission ' 

. of Wotising andproinodooal labeling mate^ to AFLB as'required by die re^ab'ens. .Copies otthe 

promotional-labelingniateriaV'W^isite and NMACAjilcad materials are enclqsM lor your referenice. ■ 


i) Btwopleaiifftsftbtb 


r and Urn lar*.ef falr bi^ce tadn'dei 


TlndlngStfength: A Fte^ram for Managing Qsncer-R&afed FaU^e and AnOr^ for FaUents ■ 
■ and The dr fiunflles Paticnt'Educatroa Video •- Manulactirrer^s Wo. X0417 '.t' " ; 

“FadgueiSoneofdrecotriinOttSideeffectsofcliemotherapy".?: . • 

'■Th^.rnayalwajnt be soiridiEtfigue with ramcer and cai«*r therapy botit can b? beljxd.”, 

' : These claims si^ge^diat Procrit is lo.beused for the treatment of fatigue. The uiformation provided 
under“WhatisPtoctil7”&listobalancediethemediatPtocnttreatsfatigoe. ■ 

'Oncology TIME Wrap -Manufacturer’s ID No. X0401 t 

■Tf you’re a chemotherapy patient...feel tired.. .a wayfin- you to'overcMne your fatigoe". ' 

This blaimsuggests that Procrit can be used for die treatment of fatigue. Tjie.siibsequentinf<Kiiiation 
fails.to bahmee this open.et^ and untpialifieti steteiherit hr addition^ the states t^ limitatipn 
ofuK for Piwrit but lacks adequate fair balance. The firllindtcatioti should be sfated. dJso,lhewtap 
. asks the r^der to, ’Tli^ see the following Ptescribihg Informatibii.’’ ■Die infOTntatic|n in fact is a ■ 
fiHef Summary of Prescribbig Information and not the required fidl prescribing infonnation. Hus 
was previously brrmght to Amgen’s attention in a iettef dated November 6, 1 998. 
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Sa 4 >h SoKilliQg'- Page 2 


Inmwiiel^ Ifttwjidftie Baaner - M^&ctunr ID Npt X0393 , 


, ‘‘Al6wi|dlIcMdcellc^t<^inakeyoutiiMaiti}weak”%,,'<,. 

‘*:.:IIiyaiidBlV'.iiiedem'di^teyiwbod|y’aiedb} 9 od,ccl!i^(aese,aneiraia. Anj anemia caa'^' 
makeyou fid toed and ^ ■' . “ " • . 

' The ft^staleinednMlKS an mai^in^ate analogy betwe^,Iow^ blQ<^ ull e6imts mddre^e^ - 
andi;<t^biesedhdsu|gest$fl^Proeritcan.beuseiiioheattir^^ahdweakifissI>11iel«»i[^ 
sfitan^.ieqipe|HeM^'iefir;’to HIV me^^tid|is in geneiaL Praerft ii specific^ udieated for,' 

' tbe.treahiVntitfanem!aielat9d|(>^tli^r^iywithzidov\idineinHIV-infectedpatients^dno{rdatedlo 
general dienpy widi HIY ihedicatidns.': #'> ' - ’ : ■ 

^p^emenfteit««a*iia*IHgest,:-»'hlMMaehie^r1]^l!^^ ~~ 

., Page 2 -V;fiotwgehemd9Ma^^at^fib‘giiei a iaajw|ii^i^' for patients:” ’ • ' 

Page 2 Can anemla'&vM syn^ioms ttiat cenid i^eel my qnaiUy oflife?” 

“A:..', fidgue, eaused !«g{^ by chemodierapy-indueedahcnua is-a’lop cdi^eni fir . 
.padaibt.'* ■ ' '' a ' ■ * ‘ ; 

Ibe'^ldnebtaKl dm queatirm wd'an^er rm potmtially niisleading in that they^sugg^ 
an association between Pnicrit ^.fadgiie ^ that Pi^t is. indicated' fpr improwment of * 
quality of bfe.. ' ' ~ ‘ 

' ' Pa^3 - *Q:HewcanIh^ ^.fatigne7~ ' , " 

1, *i?* . Ibelo^graptiie’ uioye diis.questirm suggests tint Pre^t is the answer. 

Page 3 — ‘Th ficl; I begin treatineiit with pROClUJ' when a patient’s hemoglcibih is justbdoWnonnal 
So the pospn never sufiecs truly debilitating fidgue'andresponds to the'd^g mrne 
.■ quiclfly." ' .‘' 

\ TUsstateinesit sugge^'diejitatment of fatigue arid DOttbe treatment of anemia, . 

Paged’- *T|ghtingPatigaeatthe,;0ource” ‘i '"I? ' 

’’T^ statement suggests drat Prdciit will beipalleviate fidgue. ha addidoii, the narrative 
'.fils^statesthat‘’WitbouigoodogygenIlew,]^^’tnHiintain'yourei^gylcveisand' 

' you become anemic..^.’* 'Ihis'statenteot is incoffieC loss of red blood cells causes anemia. , . 

PageS-’TadgnebaFaef’ ■< ' ' ' - • 

. « V^e dte'textbi^w this subhimder discusses die animua experienced by chranodreiapy ’ 

padeiits, dus subheader focuses’on fadgue : » ' ^ 


Fafign* SUm Jim — Fatigue Survey: Anemia and Fatigue in Patients with Cancer — Manufacturer 
g>tte3C03S?.' ^ ' ■ r 

Ihis tide suggests a discussion of anemia arid it’s association widi cancer padoits. However, the 
narrative discuses fitigoe asa diajor side e^^ of cancer, -Thie piece d^ not adequately desire 
die link between chmn^eia|ty, niletnn and fadgM. 'In ai^tk^ diis slim jimjuses two pe^4eviewed 
joahoals as sappoA, but tire majority oil the claims are rcferrac^ to ‘‘Data on File” atCBI. Ortho 
BiotechOncoIogy endorsement may suggest Frocrit ireak fatigue. ''' 
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. Ra^b SnnI&ig - Pagb 3 




'. TiMdap a»pl^ paaete .ydiminltte^; to Ertaadm..." - Mamifaetuttf ID Ko. X03^ * - 

XogmniitMtoBi&aqiBg-QuUi^bfUfis'nai^ghResi^h’’ * , « ' 

' ^'IVi^Aflltah^iypesWtditfieSah^OmlKienM'* ■ , 

i . Debilitating OaDditton,'* and undalynigi^erqico)^t > 

lli^claiitft 60 tc^ada^t^sfiitediat Procnt is indicated fer ^tt^tnMmibf anemia. Tbeyalso 
. ’Suggest^PMciitbiu$^’fdi!tbet(eatai^oftaan6n,&tigtiei^fbrthemi|^veinairofi|talit)ror' 
liK. Qnbr cn top of^ iooitb {i^l in small print is t^ in%'<»tit^ for Proob i^vide(l,'.^r Ai^Mc 
Patieaeiw^N«un^loid.MBligt^iesv^ . ’s- w ' ' - .. " . . ' 

NepbrelogirPsitientE^cafl»K'tak(^*«f>ri«riiiire-'Mainriactiirer.'iDNo.x6332 - 

TTalk tb yaatdixti^ about dbctar'caa9eb3ibiiie.«dii^ treatinent isbest'..'.." ' - \ 

These statemoits imply that Ftoerii is ap^ved to treat iEitigue. ' . ' 

■ i9Wida^2«io • ■ r J ■; ■ > * , * 

Theo>^erattthenieofdiiSsiiepFanibtesabtoaderuse.^Frocritthaniror.rvhitdiitismdinted. It 
should cipacly state diat tVo^i is indicated ibr Ate treatment of anemia in’certain patient pq^dmu 
^ dnd not iw the general beatment of thedne^ or fatigue. Exan^les of claimi that suggest Frbcrit . 
treats Stigue include: t' • - 


*‘Wcls(nnb-tfyou’ieloddngforthelatestnews<Mi6tigueandapemia,yoa’vejustfoandit , 

. HIV/AipSsubfeadmg'’<‘tiLeainhdiwthe<h>essassobiat^.withlQV-ielatcdanemiaxanbetreatcd.t* 

^ Cancer subheading— “Anemia^ehited .firigpe, a cotnmon clKmotherapy side effect, can'bc treated.” ' 
“ For cheinolhciapy [Mtjent^ with anerm'a aj^ fatigue” ' \ 

Directly under eich aubhea&g,nfjVjOUDS,.Caiicer, Surgery and Early Kidney Disease,” die fbll , 
indicatianstateinentriiouldbeclerriy ^ted. „ ' .4 

Hiy/ AI CS Homep age ; ‘ ' ‘ ' 

page begins wjdi %discussi<m about people with HIV end being tired and fatigbed before 
ihsciissing one of the moat conuiKUi causes Of Dtigue,aiieinhC Atdieend 'ofthepage,diefi>cnsis 
. again on ^tigue with the statement, '^...6ligue.isbec<aiung a key quality.of lift issue.” T^hst 
' paiagraidi al» suggests that Procrit treats fsfiguei^ cIaiming.-'Tiocritincrrases the jsoAictiim of 
i red bh>^ ceils, jmprovuig anemia, mid helpiiig ease die symptmns of &tigue, anif taisingene^ 
ievds” - ' ■ . 

Cancer Homepage: ' * 

' Hus page also begins with a (Hscussion fbcusingon foti^e before stating that “feeling unusually • 
tired may be due to anerhia, a common side cfTcet of many chembtherapy regimens” The jiage 
■ continues .widi, “If you are conconed about wedmess and fatigue foUowiiig cHemotheiapy, team 
.more by visitipg bt^ a^eas of this site. ..and i'. . about bow raOCKIT CEpoetin alfa) woths;“ 

The claims above are similar to a previous r^jectionable advertising thane that was outlined in die , 
Advertising and PrrHnoticmal labeling SbCT.s (APLSXNovember 6, 1998, tetter to Amgeii regarding a • 
direct to consumer advdtutement in Parade Magazine. .This cuirdit campaign fails to im^ctly 
emphasize that PromtiS fm die treatment of anemia. Furthermore; based on diis’campaign, we do not 
rc^d yojff at^pt to qualify that t^tment with Ihocrit is for the UterhicK associated with anemia as 
being effectivbin property conveying die product’s aj^noved indications. 
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Soiallfaig- Page 4' 



. A lAIAC twoehlpe eatitted, Don’t Have to Fed & Tired - Tieati^ HIV-Kelaii^ Aoaaut’' 
%asoblittedfi^a W^t»igi(^D<Gl area dine on w around 2000.- This bodnne' 

rnentioiR Ejphdmalfi te^^ge 2,uqda d>a ‘TbW'is yta^a ^rrated?” ad>hetiding. JU n^tioD, a 
. po^!)»^ottdby)iMACa!^t%B4mmCitei|idshQ^gDr.Xoycety9Bder%R'or^.U.S. 
Sogeon Gea^ standiiig wi^' inea who ate liymg wj A HIV sm fiom th| AID^ dtriie .' 

atdiesqis lmi& *1^ doee are homing a phcf^dAat stat^'‘70IIMERS(j|RGEbNGEt^RAL’S, 
' ADVICfeTiedinv-itelated-.AiieiniasiidRe^Energj3».Yburl4fet See YourDoctorprCalll-OSS? 

321tA]^ die |>eto quotes Dr. Eiders as saying "For too .!<mg, people wilh- 

: , :}mttt|mi^&;^#^^g^^^i^|dy..t^.-.;<^d>epn>I^.tnatinentaa^y<mcaaget. 
.... ]^3^^^y|^6’tA|i^^m|^.^.l'-w8^^b^^oif.nun>b«3.inentiods^)K^^^Hi^a' ; 

, treatmfeat'i^fioft. ' '."^J * 'X- ’' ' ■ . " •> 

' -hi H^ofOBrsmuM-eieinetApn^tional'campaign. there is sorhequrat^ as to Amgen’s and M 
OBT4 invidvemeatwiA NMAC and The Bkim in Gile^ in the crcatir^ .hf Otejbrbehure and die 
' poster. Itis.RDA*siMMitiondiatWl^tfaeteisa(&ectl^ioam^uiacturer*sprod^andAe ., 
NMACocTheBalmm^eadblieiiigpaidbytbemanufactureTtoprodece-theseniateriaH, 

-- NMACandTKBatainQileadaieacting.aisagcoteforlbeihanufacturer. The inmofactaier is that' 

.' respn^lde fir dm diiire coiitent 'of the matoiaL Plpam i^vide infonnatitm re^rdmg Anigcii's 
and/pir OBFs rdationdupyridi the NMACand The Bairn in GOcada]^ Amgen's aiifVor OBTs 
control or mflueiice over the eontentofthe brochure and poster. f - 


disseminatioii or pubUcadoiL' For. example, tl^ brnnunoiogy foteracdve Banner (b^ X0398) was .. 
distributed July 1 999, but' was submitted h^h 31,’ 2000. For some of the submissions an actual day 
of distributien is provided but for others only the month and year are provided. With only die month 
andyeaivitisdifficultto.d^Bnnmewheadie'piecevnsdistnbuted. BothFonn^A2S(i7and2253 
request die dale dte:labehng was inita'ally.disttibutcd or the date of fir^ use. This ^tehasbeor 
eommoidy interpreted to mean d^niot^b,. jay «id year.JThe tardy submission of materUls is npt 
acceptable aDd$i^d.be'^gin«^iaiely'co^^^r'^~ X.', 



The cmicenis oudmed in .this letter may not redect all of the claims that were iburid to be objectionable;. 
It is Amgen,.lnc lUidtJBrs responsibility to asrure that all. advertising and promotional labeling is irr 
compliance with die Xctaiid the associated reguladoris. - 

'We request that OBI immediately stop distrjbutimi of any and all materials widi these or similar 
objecdtmableclamis. Plea^ account fiw any ’remaining materials in distribution chaiuiels for which OBI 
hascimtrol. lliese materials should be'rclumcd to Cffit and not use A APLB requests that you 
immediately reassess die direction of any replacement campaign to more accurately bru^ m Frocrit’s 
.app^ved use tadter dian an open-end^ genml discukion'on the symptoms of fiidgue imd tiredness 
whichtiiay mislmdmgiy suggest ah unsubstantiated use for the product; In.addition, the replacement-- 
campaign should addr^ the other violations described in this letter. 






The 'ttguladons require the Submission of q^i^..of advertisements and (nomotional labeling at die 


at ttie tiihe of initial |Hiblicatiod bf the ad vaHscment' 


of the ihateriUa mentioned.abo^wi^ subirntted aa mbeh as'nme'incmths after initia! 
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Enelost^s) ‘ • < 

ce: Oitbo Biotech Ihc. 
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Ra]{diSma]fiiig-Page 6 


• cmKintcbce: ■ . ■ y - ’ ' 5 • • , 

WPunris/4-27-W5^-6()/5-l2-00/M74»/6-13^6-:a-(XV6-23-W6-26-0<>/6-28-«0 ' . - = 

CB)Mtaa3i^4-2ifc#Edit4i2i(HV5-8-0(VS-16^S-I$:;(W5-25(«V6-12-<)O/6-13-0Oy6-21-<)0/6-23^.- 
‘ w«-284w<K2SM)d . \ : r" ; ' ' “ T , - 

KSteflraj^22^' ^ ^ ^ ’■ •' ■> • . 

RRicves/5-23HP0’ ’.j " '"f -i'' C ' «*- ’’ ■;". ' " 

MMa|laA(^/6.20-00/^29-00 '' ^ — . - 


cc:.. ' * ■' ■ 

;PCG(]a?M-;»)- 


; g^jBijatd (jjp M^lOj ■ 

B Browne 

WPutvis(HFM -«»),' 

C Broadnax. (mi-602) 

W ScW^eiiMtf CaFM-582) 
, RKeves 0®FM-57<i)' 
MW!a&ii(ppM-576)' : 

PKefiai(EIFM-573) :* 
RStei&3ipFM-573) 
SLitwia0ffM-573) 

K Weiss (HPM-570) ’ , ‘ 

LEi^OIFM-SM) - 

O Jcmes (HFM-585) - : • 

R Klein (HF-12) 




Address: j/old oeh 
Review No. Cd02i 


- Bqd.dM 
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August 9, g(!p0 ,* 



icr Prc^itKnc ' 
PegulaV)ij/M«Of«pl . 





.'Amgen foe. y. 

One Amgra Center’ Oiiw 
' Tbousuddalcs.CA 91520-1'^ 
805.447.I0W 

^DwC j X- ; 


. , .. Ws. Cirgla Brradpgx * ' * ' - ; • ' ' ’ ‘ >. 'i : • 

US Pood arid. Drug' Acftnfftistfaliou' ', . . ' T . ■ - 

Center for Biologies . Eyaluatiorvai^ResOarch “ ' ' • 

blvisibn of Case Manalement % * 

Advertising and Promotiorial Labeling Branch, HFM-602' . V 
i 1401 RcKl^le pike- 1'" ' V ' ■ ' ' ; . i ’ i - 

RoOkviii% Veiled 20?®?- 

• • Dear Ms, Broadnax:^. ■ ' ’ ' ! ' ' 

■..Reference is made to yc^r letter dated August 2, 2000, in response to our .letter dated 
. < July 25, 20QCf, reqiiesb'rig a formal rneeting with the Food: apd Dnjg Administration 
« (FDA)._,Further refsrerx^ is made to a soparate correspondence .a^ dated July 25,' 

1 , 2000^' and our teleconference that preceded the July 25, 2000 tetters. Our objlictive, 

■ throughout this ^Ooess has been to understarjd FbA's application of the, advertlsingf'* * 
provisions of the Federal .Food, Drug, and Co^etic Act and the implementing ' , 
regulatioris', to die pieces cited in yotir June 30, 2000 letter. ■ • ■ , 

•To OTs end, we very much appreciate your yift^riess to meet and are hopeful thatthe 
meeting wilt ser\o.aS a fonim for clarifying rriany ^ the legal, regulatory, and policy 
.. issues that were rmsed in yoijr letter since it is important that all issues are considered 
i ■ afthe nieeting, we are requesting that Seth Rayi^Esq., or, if he is unavailable, another. 

' ^^^ey from die Office of the (gtlef Counsel is present We believe that ah dgericy , , 
f aridmey with broad advertising e^rience' across Centers will belielpful In clari^ng a ' 
1 ' consistent position for FOA on riiany ’of the issues raised in your latter.. ' 

We appreciate your willingness to consider this addition to Voiir list of ariendeesi 


Should you- have any. questions or requjre further ititormaSon, please contact either 
Be^ (aeayengpr or myself at^" FAX at' 


'■ ‘ Sincerely, 

• . 

V^^T^alph Smailing 

Vice President Regulatory and Medical Affairs 


1 AUG 1 1 2000. 

:i : .3i^aL_:. 


?00ee809_BO_QC_ OBtCBEBMtg 

Ericlosures 

Copy/ Eri'closuree to: ttergaret Porter, Esq. 

Chief Counset FDA 
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Vice PresJjfcfii 
Rcgulatoi>V3>fe<l{cil.yEair5> 


Augiislie, 20(to* 


nmom: 


- An^en^od , • - ' 

.OneAm^mCciKerCtivc:. • 
llK>u!^palcs.CA9(32IK|-W 
W^.44''.iqr“ 

DtfccjO 


j 




-Broadnax • p’ - ‘ * • < 

AdnrHntstraSon T 1 

Cenferfor Blologfcs£va|yato and Re^rch . - 

■ D}v^i<$n'of.Cas^Manag(knent ^ ^ 

Ad^rtfelngand Promotional Labeling Branch, HFM-602- 
14Q1 Rockville Pike - * 

. Rockville, -MerVi€lnd208S2 - ,.. \ - . - . v 

Ref; Pfocril® (Epofetin atfa) promotional materials ‘ 

QearMte.Broadn^ ' ' , , >> * 


RECFP-'th 


Aug 1 7 2M.3 


CBF-i,-; „r 


/ 1 ^'vMiftig to yodregaPdihg the Augu^ 2472000 m^ng requested iflfAmgeitlna to 
■ ; dSgussfteun^«tl8ttarand5^seqg6n^retumedTOAl=oiTn25678ffoirt‘FDA’sOfnci' 

. •• of ,Com{^iancd and Bk^lcs Quality . to Arhgen regarclirrg a multi-eieiiieht promotic^ 

r . campaign by Ortho Biot^ Inc, As you know. Ortho mark^Piocrit®{B)oetlnalfa) * 

' -f:, ttifwgh.a procki^ lic^se. agreement Amgen.? Ortho has rRnftntfy- gs k ed 'Arrwdn tp 

' ^ i V ^^deratioft prior to next we^smeetmg: ‘ 

■ . ^^^®®^®®^J^-)?*”re(^ptofyourAMgiist8,2boOcorT€Bpohdenc0.indudm^^ 

> J ^ ^ f 2567^, vtfhich referenced promo^k^ material for Procrtti^ (^jbetin aJfe). ‘• 

■ ,, ", , apprec^te^ur tf^x^gh review of'the promotional plep^ aridthe commas ‘ ^ 

‘ , -V . ■ ^ty^'prdvkl^ on pieces that, in some ins^uices, were initially used kr early to ‘ 

‘■:l. ■' ■••' ' ■’ fTlltf' 1999 '. ■-. ». ■,,*•• . _ 

- • \.l^®'^?”V**.'^9*o®^*'®®s^®^tem©ntsiradein theXoiTirnebts*;sectkMioftf*e 

rec«iGilin3yourcommebtsv»*hthe 

1 . y • ■ FedetalFood,Drug,and.CgsntfefeArt*(A<9)ahdtbeliiiplecnOTfingregij|alk>ns. For* 

V comment, •Oisoonfinue (Jistribu^ « this mateilal uhtS all issues wtth' • 

j/ y. £/Q*,A "to Ativertisfrig and Promotidnal Labeling Branch’s letter dated June 30, 2000, are 

resolved. Even though no produofname fe’mentioned it Is hard to separate-thls 
pi^ from the rest ol the campaign.*' Siriceyou have acknowledged that the niece ia 

,, •JhbrwKied, the basis for FDA’s-ob|ectionteuridear. ^ - 


As yw will recall, ccmcems regarding bsues raised In your June BO, 2000 letter were 
«J^ss^ ^ring ateleoonference on July 21, 2000,. At that «m^. you reconmended 
tti^ we discontinue aR pieces tfutt mentioned ^tigpe. V^ftieh. we questioned a 

r^^.Mr; VVHIIam Purvis stated that you flHd not mean aR pieces, but ratiidf. We' ti- ^ 

shoiJd look at primary vs. secofKiafy vs- tertiary Slncelh^arehot : 
i^stinctio^ that are not^Jrt tfie Aci, we question^ how we would deternme tt»a ■ 
category for cfafms In the pieces. After some cfiscussloh, it was our understanding 
that we woujd clarify these and other points at a meetfng and, until ^uch tkne 
d^eimlTOtion riding the appropriate action for specific pieces would be f 
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PQs^n^. corK^sk)ns’^re'k«X}iir^ w^-wou1d appreciate a cfatiflcation . 
. rei^rcfipg your’rec6lle<^lon otiiie outcome cif MeTteleconWenca; 

tils !nifk>rtant to'rette^te 'thiCwJ:yrant to coop^te with FDAM>^ 

' li^f s. We gratefut'for Sie oppo^nity to me’et'v^ representatives from the ; • 

Center for Bii^ics.Eyaiuation ai^ Research; During the theming; vire Mulct ' 

, 'wefcopielBjeoppotftmltytd rewow fheagsnc^s qualKativeancl quahtit|tiv 0 ' - 
' .'c^nsumeMeiat^c^. „ ■; 4- ^ f , 


- if you wish to ciisa^ these j^es Ortho, and AmpOn befOTe bur sc 

24. 2000 frteeting; please ccmtact either Bedcy 'Cleevenger or rpyself at 
orL " J respectively, or by FAX at[^ ^ J " 


Sincerelyi. , 




Ralph'Smairing . •, . 

Vice President, Regulatory, and' Medical Affairs 


eduled August 



2pCooai6._BCjGCiOBi2567Respama 

' ■ ^ Endosures v v • * ' - 

’ . Copy/ Bi^sures to: Maigaret porter, 

ChietCounsel, FDA 
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—'ph Scoaliii^ 
•/.cPnaiifctvi 

v^.'guluofy/MctficalAtfiin* . ■ 


August 23;.20b0f: 




' Amgea bic < . > 

■ ^ic Am^^Oen^ Drive ■ . 

Thousand dal^ CA' 9 1 32(>> 1 799 
Soi.«7.iooa . j. • : 

./tt, 


Ms. Carole Bre^dnax., .. 

US Food anci Drug Adnvnisiralon ' V; 

Genter fOTBiplogics BvafuatjM and'Be^arch ' • ' »: ” 
Oiyision of Case Manageirtent . ‘ . . ■: *> 

Advertising pn^d ^romodphai JLab'eiing Branchi HF^yp02 
1401 Rockville If Ike' " '' '.r . 

Rockvilia, Maryland 20852' . J 

Ref; Procrit® (Epoetio aHa) promotional materials ' ' 



Dear Ms. Broadnax: ' ' s * ' . . ' 

I am writing to you regaiding ttis meeting requested byAmgdh Inc. to discuss the . • i 
untRledJetterai^ subsequently returned FDA Form 2587s from FDA's Office of - 
Compliance and Biologies Quality to Amgen regardir^ a rnulti-element (Promotional 
cainpaign by.Ortfio Biotech inib. As you Know; Ortho fnarlmts.Fmcrit®.(Epoetiri alfa) . 
through.a product license agreeijiept with.Amgeri. Ortho has recently asked- Anigen to 
tfansmit the following comments^ your corisideration prior to the meeting: 

^V. ' , ' ./i". ;> - » - 

Reference is made to ataiephone conversation on August 17, 2000, between Mr. 

' William PuiMs and you, representirtg the Food arid Dri^ Administration (FDA), and 
" Becl^ Cleaveng'er, representing Amgeri. The intent of the phone call vms to convey, 
to An^ervthat the proposed meeting date of August 24, 2000, would be ’changed, In 
. iightof our .request for representation from, FDA's Office of the Chief Counsel.. 

„ l^ef e yyere several other issued discus^ during the. conversation, iribluding, FDA's • 
request fof a meefiiig package that would include copies of all oyeih^ds and . 

!' 'suppor^.datall»lwe'plan to present at the meeting. Inadditfc^ you 

acknowledged that FpA's allegation in the June 3D, 2000 l^er that our Oncology> ' 
Dme Wrap adveftisernent violated thelaw was incorrect BeSh of these issues will ' 
be addressed below, ’ ‘ ‘ • - 



i ' Regardifig the meeting package, please be acfvised that we do riot inteml to present 
• tiny oyeriiea^s during the meeting. Our objective is lo paitirtifiate in a dialogue 
arourld^ie legal and regulatory issues cited in ybur lettei’. In keeirihg with this 
. focus, we.vwll have no clinical representation at the meetina i^ A ttachment 1: ^ 

’ Revised List of OBl/Ari^eri' Attendees).' By the, end of ^ Meeting, we hope to 
■’ h^ve a better Understaiidiig of FDA's ihterpre&^ri of the Federal Fbod,-.Drug,, and 
Cosmetic Act and the implementing regulations, as it applies spepKicaity to the'eited 
Procrit® prorriotional pieces;' and, geiieraily, to c^er advertising and promotiorial . 
labeling pieces across Renters. As a starting point for our ctiscussion, we have 
enclosed a list of geiieral, as well as specific issuesfquestions that we wish to., .' i . 
discuss (See Attachment 2). As we excharige vfewqmlrits’oh these importar 
we anticipate that additional questions will be raised. „ 
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. Re^rding your.cciipmentsdtvou^dHeOlojgyTirrtBWrai^ wea|ev^appt|dativeof 

' • s ' . your vwIHngneM to, r^co#^eryoOr origin^ posiUbn on this pli^i .V^a wV 
. ^ recognize that the reference piece nwjr no ton’geffte'^issud, it fei!j|porta't\t to. 

corretet for thbr^rd,,)^r statements r^id|hg*<kirplaim,'“Plea^‘se%ttie = 
following PfescnTj^gJrfpr^tioar ;Vlfabeliwe this sfefettiemis not dSrilya^'i^^^ 
but also. (^sistent w^ iheja^ tit !cl^(ly does hot d|f^ the r^tfer to tfie fall 
■ . prescrtbfnginfomallon. .^heslhelaW ^srKrt'rnaiidate the pp^se language 
that Mnbeused whencflrecd^a re&derto.a brief summ^bf ^eecribirtg,- 
■ , ihfprmatipnjwequestkihi^y rtA'is beihgprescc^tiye as ft reiat^'toittils. 

. t‘ : stetemsnt. PharmaceuVcalcdmp.aniesb.bava'ernj^toyedmari^,dtfferent'meahsfor . 

. . j --convexrfriQ su'dtinfomiatioh: fS^ .feq- fleactef's Dfaes/. August 2000k ' 

' * r ' 1 » , «-»- V 

- 'We’iranttd'reiterafathatwa.WisfttbwcSrtccooperatiyelywoW.roA'toaddresstfie 
• ' aliegations made in your June 30,' 2000 tetter. We are ceita^ tfiatengagihg.in a" ' 
.. . ttieanirrgfufdialogue regarding the dgency^sjnti^retatton of the mfirertisihg -■ 

; . ' provisions will help.tb clarify rhariy of our.legal, i^egulatbiy, and po^ conceihs. 

Should you have.hny qtisstims .or ^wems. please contact either. Bed^ Cllayenger or 
s , m^lf at[; ' J J respectively, or- by FAX at^ *'?'3^ ; 





442 


^Ateichiiient j; 


Tracy L. Acker, PhaniD; ■ bir^of, ftegulatdiy Affairs, FDA paSon, RWJPRI 
Rc^ertCliurch, J.D, - ' \ Porj^to Douosel,;,Atftgen Inc. , . 

Becky PjeavengeF . . ^tenager,.Regyl^totyAffa'>^^AIn^lnG. 

‘ w. ■ I k' ms-k*..''' I rv 0_ AffnSrn'* A /4tMf4Sci>ir\n <lar^rl■ 


Minnie BaylorrHertry, RPh.,, J.D. Sr. I 

Prortwtion. Review, RWJPRF 


Frffdffy Jimenei, Esq, 
: Jean 6’Cbnrior, MS. 
Shelley Reagan 

"Uz Sculi • ■ * , 


Gerieral Attorney, J&J Taw D^t;, J&J' ■ 

Sr.-Director, Regulatory Affairs, RWJPRt . - 

Asst. Director, Regujatory Affairs. Advertising and. 
Promotion Rjevidw, RWJPRI . , ‘ 

Director, Marketing Inlegration/Stratagy, pBi * 
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Attacfitoent 2 


i Please pr^de giiidanciicin how a sfxxisw ran .effecflvelycoirimun 
Qonsumere about complftet^ dteease ^tes. ‘ 

. Goidark»,is needed r^ardipg the pbAmethodologyeniployed^tfis results.- - - 
I' ^tained from, FDA. cphsumer-directed research! . ; , V 

f .j , j. . ^ ■ ‘t'.jr t — ft: . “r *" *''■ ' ■* ■ ■ ' ■ ' i 


Please dfeflnguisK;tha;aiwjiSt^cdstHa^ Wgi^ttcsOrhWerit c^.ai;rtjA*2567' : 
versus a letter or t^ephone call. Wt»t is the spori^s obffga^ijrider each 
circurhstarice? , ‘ ■ 

Pliase explain, the CBER acBierence to the linkage^ policy, which was abandoned 
'by CDEfi approjdmately three years a^. In addHtoh. please identify any. other 
policies in which GOER ar^ CBER differ. 


Are there drcurjistahces in which ODER aind CBER classify advertising and 
promotion differently? . ‘ » .» . " 

. tepromotion vias WoskadWtisirigoiiJ^eling?/' ' « s \ ,, i-' * 

' /+;■"' ...si' '• ,A-'' 

Is it RDA’s ^sition that in all circarnstances. the full indication must ^pear on the • 
web-site home page?^ , ' . ■ • . . . 

Is it FDA’s position that language in a company web-site is to be. written in language 
understandable to the consumer? ... 


5 . please prowde definitj^ for primary versub secondary.'versus tertiary posMoriiing . 
of a products indication iri advertising ar)d.prorTtobonal nfiaterials. ' ' 

6i Under what circumstances would the reference to “Data on File" or, use of the ‘ ' 
company logo brand an unbranded educatiorial piece? 
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•Attachment 3 


to Brief Sumifiary; 


Scmrce: Read&^pigest^ August 2Q00i /'ii 


Please see next pige for patient prescribing infomiaUoh‘ 

Please sqe adjojning^^t^nti^/ohnati^ v >! r-,’ v • ,• ^ , 

Piease'see important information on'fotibwing pages 

•- '■t ‘ 

Please see important information on next page „ . ' 

Please read, import^t product inforrnation on the following •' 
plige and discuss Jt.vi^h your doctdr ‘ ‘ ' '• 

Please see impo^nt additional infonnatiorron adjacent page 

Please see n^ page for additional im^rtant iriformation^ 

Please see important inforrnation about Zyrtec 5-mg aihd 10-mg 
tablets and-1-mg/mL'syruporithea^acentpage-> v‘ ^ 

Please lee additlogal important informatiorf onhext page 


Meridia 
,,Visu«tyne: ■ 

• , ■ > • ■ . X ■ 

Flbnaso': 
Sonata j 
Prilosec . 

.Lipitbt ‘ 
Prevacid - 
Zyrtec 

Allegra 
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January 5, 2(X)1 


Toni M. StifaTO' ,, ^ 

AssodateDiiWor for R^ulatoiy Policy ■ 

US Food aTi^ Drug Adniir)lsi(^tion ■ ' 

(^nter for Biologies Evaluation and Research ' 

1"401 Rockville PB<e • 

' Suiteadb ■ , ^ ^ ’ 

f^r^llg-, Maryland 20832-1 44ft • " J 

,, RE: PROCRIT®(Epoetin alfa) Promotional fcteteriate 
> . Dear Ms. Stifano: 

I am writing to-you tegardirig the October 19, 2000 cotrference call behveen CBER- “ ' “ 

representatives and employees of Amgen Inc. and Ortho toech inc. As you know, 

Or^ markets Procrit® (Epoetin alfa) through aproduct, license agreement with Arngen. ' 
Ortho has drafted rte following summary of the mpetiog and has asked Amgen' to » 

transmit it to you for your consideration: 

Reference is made to a telephone confereitbe call on October 1 9i 2000, between 
William Purvis, Carole Broadnax, Maty ^laH^ey, and you, representing the Food ‘ 

and Drug Adrriinistration (FDA): Becky Cleavenger and ' Robert Church, 
representing Atngen; and Uz Sculi; Shelley Reagan, Freddy Jimenez, and Minnie 
?®y'°f‘Uanry. representing Ortho Biotech (OBI). The primaryputposefOT the call 
was to obtain a better understanding of the Center for Biologies Evaluation and ‘ 

Research's (CBER) interpretation of the advertising and labeling provisions’ In the ' 

Federal Food, Drug, and Cosmetic Act and applicable regulajioh’s (Act). . After ' 

• gaining a beHer un^rstaridlng trf the general legal and regulatory framework 'for 
CBER s decisions, it was important to discuss FDA’s consistent application of the 

,, law tt) the specific promotional pieces that were cited In a Jutia 30, 2000 untiUed 
letter.* While there have been numerous correspondences between FDA and; 

•Amgen since the June 30, 2000 letter, FDA’s scheduiingdifiiculties prevented us- 

frr^ having a discussion with all of the necessary patties at an earlier tiiTie. In 
,1 spi*® affts delay, OBI believes that the call rrras very productive and appreciate 

your willingness to provide OBI with the opportunity to participate in an Irirtportant 
dialogue sesston. ' « 

The following repre^nfs OBI’s summary of the important issues dterxjssed 
during our October 19, 2000 teleconference: 

FDA provided feedback pn general, as well as specific, premotrdnal issues that 
have a direct ifnpact on trie promotionai pieces cited in the June 30 2000' letter. 


vltcfrKt<leM 

Segidatwf/MedkalXiS^ 




Amgeabic ^ 
OnftAmstt.CeiiferDiiye 
Thousaod pales. Ok 913^1799 
S05.447.10bQ ■ 4 ' 

1,. 
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T. Stifano 
Page 2 of 3 ' 


, This discussion mciuded, , but was not iimited to, CCER’s acknowledgemeht that * • 
consistent with the Center for Drug Evaluation and Research’^ pbsiUpn, CBER ’ 
would.no longer adhere td a broad sweersng “linkage^ positiori, vdien .evaiMating 
individual promotional pieces. This discii^'on, along with other. discU^ionSj 
. about the value rrfm^et research, help^ to shapathefraitiiwork fora mOTe’ ' 
directed discussion about the specific pieces that FDjA had previously ' 
questioned. - " , ' 

OBI believes that ifis highly important to commurricate -With consuniers in j 

' language that is easily, understood by the intended audience. fBee . An.OiierWew j 
of DTQ AdverUsir^ and Ccmsumer Education Articles)- In iooldng spedpcally at I 
' Prporitfe, there are some additionai'chailenges that OBI encounters, vthen it' , . ' ‘ j 

■ < considers how to shape an educational effort for con^meiB. fS^. Bfathples of ‘ I 
Market Research Fir^rtgs)ln.sbme in^nces,'there 'are market r^artsh ^ata -. ', ^ 

' .. that support the fact that bonsume’ns understand anetiiia to be a lahoratdyr^lue. " 

' However, they rhay;,nof dearly understand the ixxmection betweeii ihe iabgratory 
< : yalue and their general feeling being tired: After a very useful'discUssion ' 

'about the yaifous ways to educate and communicate whh consumers, FDA 
agre^ that jt was reasonable, in the context of consumer^ directed material for ' ’ 

Procrit®, to' initially present information about fatigue, since this symptoiri is^^. 
deaity;recognize’d as being the most predominant Thereafter; it woufcl be 'C • ./ 

.1 .'accepfable, fohavo a cTisOussion about anemia, foltowed by a discussiorrof the / 

V ’Specific treatmerit Going.fotward, ORI will carefully consider maMrig symptom, I ■* 

condition and treatment claims wimin reasonable proximity to each other, but / 
f.-' such must be evaluated agkinst the appropriate communication format tor the. ' / 

particular medium. Further, the pla&ment of the dalm must be decided on a 1 
case-by-case basis, in light of the unique characteristics of the individual piece, j 

FDA also requested that OBI provide infomatiori about .its relationship with the 
National Minorlty AIDS Qoutx^. arKi The-^ih W Gilead. , Pleeso be advised that * 

■ OBI has provided these organizations with educational grants. 

■ The last discussion Item was the issue of post-marketing reporting. Like FDA, ’ 

' .. OBI recognizes the.importaiice of complying with 2't CFfi 314.81 . It Is because 
of this commitment that OSl'inib'ated art internal quality assurance program many 
months before the referenced Juno 30, 200p letter. It was the^.outcome 4f this 

■ process that triggered Ore untimely submissions to FDA: OBf has co^udedfliis 

■ phase of its quajity program and, as discussed during our telecortference, the 

remaining untimely plec^ will be submitted shortly under separate cover. While 
^ there has always been a procedure in place to determine 'Corhpiiance in the area 
of post-marketing reporting, OBI has instituted additional safeguards to monitor 
'• the process more closely. » 

In closing; OBI wants to thank you, as well as Ms. Malarjtcey, Mh Purvis, arxi ite. ‘ 
Broadnax for yoiir consideration of OBl's position regdrriing the cited prornotional 
pieces. Yoiir willingness to change the position that was set forth in your June, ' 

30 , 2900 letter goes a fong way towards supporting your statements about 
CBEfi!s commitmeht to working with the pKarmaceuticsl and biotechnology 
iridustry to resolve differences of opinion. You also are to be pomrnerxled.for 
your public comments during the October 2000 Daig Informafipn Association 
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T. Stifano 
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■ meeting, ^ere yOu stated that CBER had learned some impbrtant lessons from 
the Procrit® promotiwal discussion. ‘ ' * 


If you have any questions about the preceding sumitiaty of require further informal ' 
please contact either Becky Cleavengejr, or myself at 3orj_ ? j 

'yespe<rtiyely,.orby FAX atj^ j ' 


Slndferely, 



iSmaWng 

Wee President; R^ulatc^and Medical AffaSrs 

2001-01 05_BC_GC_ponf6a|IMins 

Enclosures 
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duplimte 


/1MGEN 


Amjjtn Inc. 

One Amgen Center Drive 

18 May 2001 Thousand oaks. CA 

805.447.1000 

Direct Dial d. J 

Glen Jones, Ph.D. f“C. at 

Division Of Application Review and Policy HFM-585 

Food and Drug Administration 

Center for Biologies BvaJuation and Research 

c/o Docurnent Control Center, Suite 200N CD-ROM Demos 

1401 Rockville Pike QuaUty of Life 

Rockville, MD 20853-1448 Meeting Minutes 


Attn: hfc Charjes McKeever 
Epoetin alfa Product License 

Reference No. 95-1508, Quality of Life in Cancer Patients 


Dear Dr. Jones: 

Reference is made to a CD-ROM demo submitted 17 January 2001 and to the 
28 March 2001 teleconference, requested by the Agency to discuss the revised CD- 
ROM demo fox the Quality of life submission. 

As per Mr. McKeever’s request during the teleconference, we subrnit herein, minutes 
to the 28 March 2001 meeting, which include the list of attendees (Attachment I). 


As agreed upon, it is our intention to revise and re-submit the Quality of life demo 
based on the comments raised during our teleconference. We will notify Mr. 
McKeever directly by e-mail, mckeeverc@fda.gov . phone number is 301-827-5101, 
upon its completion and re-submission. 

Your review and comment of the CD-ROM demo is greatly appreciated. If you need 
further information, please contact Mary Boulware, at C. 


Sincerely, 




Mary Boulware 
Associate Manager 
Regulatory Affairs 


Desk copy: Mr. Charles McKeever 



Ccmfidenual Onho Information 

This infofrnauon ij. cwifidemia} and ttisdosed subjea lo the lirruiaticms' trf me comained in p»ngr»ph 6.01 of ihe SepienAef 30. !%5 Product 
license Agreements between Of^o and Amgen and berween Onho and KiriihAmgen and caimoi be used for any puipose outside those 
agreements. 
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DBPARTMENT.OFHEAlTH&HUMANSERVKas 't^iHiiiReallh Sorelcs 


Food and Drug -Admlnfstratiwi 

Cec^ember -21', 2001 - . Center for Biologies Evaluation and 

• Research 

, ’ 1401 Rockville Pika 

Rockville MD 20852-1448 

Mr. Ralph Smalling 

Vice Presid«it,Regula{ory.aiid-Me^csJ Affairs ^ 

. Amgen &c. 

One Amgra Center Drive , 
thousand Oaks, CA 91320-1799 


■ Dear Mr. Smalling: 

Tliis letter concerns Ortho Biotech Bic.’s (OBI) promotional materials forProcrit 
' (^oerin alia) for injection. The Advertising and Promotional Labeling Br'andi (APLB) in 
foe Of&ce of Compliance and Biologi'cs Quality has reviewed two direct-;to-cohsumer 
(PTC) broadcast advCTtisements (“Anthan” and “Big Boy Bed”), three DTC print 
advertisements (MIN X0590 and MIN X0723 - two advertisements), a professional print 
advertisement (MIN X0584), and a visual aid (MIN X0707)^ and has reconsidered our • 
position on several promptional issues presented ii) these materials, pursuant to the 
provisions of 21 CHI §202.1(j)(4). 

. Specifically, APLB objects to foe following promotional presentatiems and messages: 
False or Otherwise Misleading Claims 
General 

1 . The tagline "Sirength .for Living' is misleading because it implies that Procrit 
improves strengfo and may improve survival when these outcomes have not been 
demonstrated by adequate and well-controlled clinical studio. 

2. The presentations are misleading because foe patieiit models depicted are not 

. representative, of the genial population of chemofoerapy patients, who would appear 
weaker and have hair loss, among other side effects. 

3. . Claims or iniplications that Procrit treats weakness and fatigue, or that Procrit 
iiicreases strength, are misleading. Procrit is indicated fpr the treatment of anemia in 
patients receiving chemotherapy/ for non-myeioid cancers. The presentations imply . 
that Procrit would improve fati^e and weakness in any chemotherapy patient when, , 
in fact, Procrit only has been shown to increase red blood ceils in chatiofoerfapy 

. patients with aii^ia.’ Chemotherapy patira^ may have fatigue and weakness due to 
factors other than anemia. Thus, increasing blood cells with Procrit would not 
necessarily improve a patient’s condition of ?ye^ess and fatigue. 
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DTC Broadcast Advertisements 




The claim ''Proctii is a natural way to regain red blood cells lost during 
chemotherapy’’ is misleading because the tenn “liatuMi” implies that the product is. 
safer or more effective than other products or methocte to increase red blood cells ■ 
when this has not been demonstrated in adequate and well-controlled studies. 


2. The broadcast advertisements are misleading because they fail to disclose that Procrit 
is an injectable product. 

3. The claim that Procrit is "proven and safe” is misleading in DTC broadcast 
advertisements because consinners lack the background to understand that “proven 
(safety]” mid “safe” are sci^tific tetms-bfcart relating to how felative.baiefits md 
risks are weighed. Consequently, consumers are likely to inteipret the claim “proven 
and. safe” as meaning that Procrit has minonal or no risks associated with its use; 
notwithstanding disclosure of-the ."rn^or statement.’’ hi addition^ the use of such a 

. claim immediately preceding the “major statement” mininnzes the subsequent risk 
disclosure. 

Professional Print Advertisement 

Visual Aid 


The.claims “Meaningful Survival", “Treatment Focuses bn Prolonging Survival”-, 
“Anemia Impacts Outcomes” and “An indqiendent prognostic factor for survival in 
multiple myeloma” are misleading because, they imply that ^atmient with the product 
or correction of anemia improves or prolongs survival when, in fact, there was no 
■ difference in the survival data between Procrit and placebo-treated patients. 


2. The claim ‘Treaftnent Focuses cw ...Afencgi>igiS'mp/o»is”ismisleadingbecauseit . 
implies that the product will improve or manage symptoms associated with anemia 
when this has not been demonstrated by adequate and Well-controlled clinical studies. 

■df^The claims that Procrit "Makes oil the.Difference’’ and “Treatment Focuses on ... 
Maintaining Functional Abilities’’ are misleading because they imply that the product 
wilfimprove or maintain health related quality-of-lifc when tWs has not been, 
demonstrated by adequate and well-controlled clinical studies with validated 
ii^uments designed to measure quality-of-life parameters. 


''The bar graph depicting the increase in hemoglobin levels Qiage 6 in the -visual aid) is 
f misleading in the absence of contextual information regarding the percentage of 

patients.who responded to therapy with 1.8 g/dl increases from baseline. 
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Lack of Fair Balance 

1 . Promotional materials are lacking fair balance if they fail to provide important risk 
information For example, the DTC advertisements fail to disclose that Procrit Is 
contraindicated in patiraits with uncontrolled hypertension. Fu^efmore, the DTC ] 
advertisements, professional print advertisements, and visual aid fail to disclose that 
- conimon side effects include fever, shortness of breath, paraesthesia andmf^er . 
respiratory infection, in addition to diarrhea and edema. Moreover, the printed 
■materials are lacking fair balance because the risk information is not provided with a 
prominenceandreadabilitythatisreasonablycomparabletothepresentations' 
regarding the, effectiveness and benefits of Procrit. 

. 2. In the broadcast advertisements, the statements “Procrit is safe and effective” and 
“Procrit is proven and safe” irmhediately preceding the ‘■‘major stat«nent”- minimize 
and undermine the communication of the subsequent risk hifcnmation. 

3. The broadcast advertisement entitled “Anthem” is lacking fair balance because the 
background audio interferes with and minimizes the risk information. 

"Adequate Prevision" Requiremerit Not Fulfilled ■ 

1 . For these widely disseminated DTC broadcast advertisements, "Coping" magazine is 
not considered to have a range of distribution wide enough to reach the targeted . 
audience (i.e., including “newsstand” availability for cbnsunieia seeking anonymity). 

. Therefore, dissemination of the DTC print advertisement coirrponent in this magazine 
does not fulfill the "adequate provision" requirement. 

2. The superimpositions of the print ad component and website component forparfial' 

fulfillment of the “adequate provision” requirement in the broadcast advertisements 
lack adequate prominence and readability. ■, 

Faflure, to Adequately Disclose Prescription Drug Status 

In the DTC broadcast advertisements, the superimposifions regarding the prescription ■ 
only status ofthe product lack adequate prominence and readability. 

The above conunmts apply to Procrit promotional materials that contain the same or 
similar claims or presraitationsw Please note that the market research provided in your 
■ lettw dated .January 5, 2001, does not adequately address the promotional issues in 
ijues'lion. 

Please note that, whenever possible, DTG information should be commum'cated in 
consunierr&iendly language. For example, the statements, “Procrit is for patients with 
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non-myeloid cancer^’ mi “It ‘s for chemotherapy patients with non^myeioid cancers" 
should batevis^ to be more UDderstandable to the consumer (e.g., “forms of canter that 
do not start in your bone marrow or certain types of cancers”). 

APLB recognizes that the above issues have not been addressed fully in discussions with jj 
0?I concerning the development of the DTC advertisements; Thus, APtB wijl provide^'; 
you with a reasonable period of time, to make necessary revisions to the Pfocrit 
promotional materials. Accordingly, revisions should be completed within 90 days of 
receipt of this letter, or at the next printing or taping of the affected materials, whichever 
comesfirst. 


■Wthin 10 days, please notify APIS in writing with.your iTitent to comply with this 
request. Include a list of all promotional matOTals that have been discontinued, as well' as 
a list of materials that will be revised within the specified time frame. 

Your written response should be sent to the attention of Ms. Carole Broadnax at the 
following address: 

Center for Biologies Evaluation and Research 
QfBce of Compliance and Biologies Quality 
ijivision of Case Management 

Advertising and Promotional Labeling Branch. HFM-602 
1.401 Rockville Pike 
Rockville, Ml) 20852-1448 


We remind you that only written communications are considered oSicial. 


Sincerely, 



Mary A. Malaricey 
Director 

Division of Case Management 

Office of Compliance and Biologies Quality 

Center for Biologies Evaluation and Research 


Eholosnre(s) 

cc: Minnie Baylor-Henry, R.Ph.j J.D. 

Sr. Director, Regulatory Affairs 
Advertising and Promotion Review 
The R.'W. Johnson Pharmaceutical Research Institute- 
Route 202, P.O.Box 300 
. Raritan,NJ O8869-OS02 
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flh3].doc 
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Kuiph SiiuUiin; 

Nkc I’rvoklcnt Uft 

Ahmn , ■ ‘ 

AflCgen Ine r . . * < • t 

* ... _ . One Amgen Ceiwcr Drive- 

htery /tMal^rkey ' ’ , - , ^ ’ ^ ^ 

Director ^ ' 

Dlyiskm Case Management 
Office of Com^ianca and Bioiog^ Quality - . 

Center fOT Biologies Evaluation and Research ' 

EoodandJDrug Administration -* ' ' 

;1#1 Rockville Pike • . , ' ‘ ' 

Rc^lcyflre, Maryland 208^-1 448 . 

• ;* c:Cc: - , Card Broadn^ Atts^ments 

. SeOi Ray, Esq. + Attachments 

-D^ MS^Malartey; •' . 

t .^ v^iUngto you, r^^ding tl^ letter cteted Dec^t^ 21, 2001 regarding several promotional materials distributed by-’ 

. C^fio ^tech Prochw^, L.P. As -you i^ow. Ortho markets fhocrit® (Epoetin alf a) through a product license agreement ' - 
vWth. Amgiw. Ortho has drafted the foilowng resporrsa to your letter and has ask^ Amgen to transfnlf it to you for your . 
corislderation: . ' " ' , ' . 

■We are m receipt of your tetter^daled December 2i; ^1, issued under 21 CFR 2(^ffi)(4), ,nottfykigus ttiat the ’ 
Food and Drug Adntinistration ‘*(FPA) , has dianged its t^mlod regarding tha stahre of.-sev^aJ of the promodonal - ' 
pi^iss that we^ disseminated by Ortho Biote<^ Products. LP. (OBP). Specificaily, FDA refer^iced two' c^ed-to- 
consurner (OTC) broadcast edvertisements. tvro DTC print adver^ments, a professional 4^nt acftferSsement. 
a visual aid ^ While We very mud) appreciate FDA’s -vriiBr^l^ss to* grant a reasonably. p^lod of the 
requested lON^slohs io the Cited pieces, vte respectfully disagree vwth the stated |istlfication .and tfte rCgMatOiy.^ 
b£^es f<^ many of the requested, changes. Accordingiy^-wa ask d)at the, agency recorislder Its r^ifion; afte^-: ^ 
carefully evaluating our response:. In order to fadlitata the review and c^ure of the, issues,' we are alsb including a 
- request'for a teleconference. ' -r - . , 

■; Allegedly liaise or Otherwise Misleading Claims '■ ^ 

• ' General ", . 7 ' 

* The tegftre ‘Sfrengtfi for WingT fo mislea<Hng because H ifr^>aes pjat ProctH impiwn and may Intpivva sarvivaf whan :*■ 

. thesB outcomes haVariQt bean demonstrated by adequato and waS^xjntm^dc&dcdl studied: ... 

, Response: ’ j. ^ 

It is Onciear how FDA reached the conclusion that the mtent of the lagline “Strength for UvingT was to bnply ttiat 
Procrit wnproN^ strength and improves sjrvival. Clearly, there is an Improvement In the symptoms associated virtth 
..r anemia. 'Hite is ciinicaliy supportable arid- is tiie only rneanlrig that should be attitnited to the tagfirid GBP's copy 
■ . ^ testhg of this claim sho^ that most people recalled (63*71%) the phra^. with 56-72% stat&)g tKat it mearil “gives ; 

^ yoO straigtfi or energy".' ft Is worth noting ttiat only 0*7% believed It meant “hdps you live kmgef*. ‘ ' 

h-\ understand f DA's perspective on this subject, it would be he^lfui if FDA wCuld (^&)gi^.the “Sfrpngtti 

for Living" tagline from'simaar claims in other currentiy funning broadcast advertisements. Those claims k)ckide,> 




‘ Broadcast Adv«^isements: "ArtrAem” (10/00) are! "Biy Btjy Bei” (8/01); 2 CTTC Print Ads: 08PCfCi3I7 (9A ‘ 
ProfessionaIPrmt:08PCTCl218(2/01)andVisiialAid:08PCrC1324(9/0!) ' 
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January 22. 2002 , ^ r ■„ ‘ t '% '' . • ' . •" 

xPoge2of iQ’i.".- ' ' ■ ' ■-'' " '’'* 

i . "Yoil can be strcsr^r Ul^ diabetes^- (Avanc^^); “VW»y this Way ^otber montff* (dafa%n’”); 'Your fife is' 

■ waithg”. (Paxil®); ^ouki take ’^ur bifeath ^away. not astfim^: (Advair™). Likew'se, rfiessa^as ap^^ear - 

• \n OTC print adVerti^nhen^, irk^tfing (ifS again* (Viagr^); pbwn vrith your bi^ su^r.- Up v^' youl’ Utfe* 
(Glucophage®); “look, I h§va astKm^ but I also t>ave a fife' (Sin^laii®); and. “It’s ydur Jjfe-f^ht forlp (Prava^bol®).. 
We wouki welcwne s<xne guidance i^garding, theoutcomes sttJdy 'designs tha^ empioVed to su{^^ the abov^ 

tef^encedclauhsthateppeafinmanycun’entbroadcastandprint-adverti^mOTts.- - ’ ' - ' . 


.■ The presenta^ns am, mi^eadirig because thdpaSent mod^ an not mpreseMative of tfre generai'‘popufatkm of 

V ' chemoihe'rs^y patients, ydip would ^:^) 0 ar¥mj^er and havelia^hss, among odier side effects.- . * . ' 


Response: ' . ■ ; 7 V , ' 

We coritend ^at btWb is no ^{cai^erno^ef^py patienti ^1 patient ^eaV we^k and not all have ^ total loss 
.of hair, in fact, the inc'td^H^ of ak^eicta r^)6rted in- the lab^mg for sev^^ commonly |x’escrS}ed cftenx^erapy^ 
agents reveals an ihcictence rate ranging fr^ istder 5% -to rates as high aS 87% (See Attactwent 1). Accordingly, 
the lypical” patient varies and cannot be typecast. /* ^ 


in fur^^ance of this pc^M'on and given th^ importance of effective comfnunic^tfdn. particMiarly with caricbr ppUcNTite^ 
‘ 'we w'fih td share ynth FOA-sixhe research Things that we thought vyould be of interest. GBP's con^uOus frac^^. 
i. ’ study rOsifits indicate that 83% of the chemotherapy patients identify with the peq^le ki tiie Procrit 'ixxTimercial^d 
• 93%-identlfy with ttio situations. - . ‘ •* - ■■ ' ' ‘ I;,,' 


06P also conducted qualitative research (6 focus groups in 2 citieis^ p^ city). This research ^tecitical^ prot^ 
die realism of the people in ttie Procrit 'commefctal The research o^rwHe^lngly Continri^-Qie qiiantita^«^> 
tracking skjdy; in that people found the comihercral to be .sensitive arid bellevabie in; the situations portra^d. ^They ' 
afipear^ to be a desire to blend aspiration with’ reality. AS chemotherapy patients em^a^zed the knpixiance of ' 
mamtaihffig a positive attitude characterized by a countenance that reflected that attitude' (a smile, a Kq^pfiti 
exp.ressk)n). ' - • „ ■ , . . . 

In'iight of these research f^'ngs, we aSk that FPAshaip witii us its standard for. evaluating the apprc^ciaten^ erf 
the models to be used in if broadcast advertisement For example.! are the very phySicaily abtive models ki tfie' 
current C^ebrei^ broadcast advertisements'or-Oofotfiy Hamifi inthe Vimoe® DTC print advertisement typical of tiie 
'general popufatlon of.osteoarthntfo patients? Likewise. Is Pe^y Fleming typical of a* padqnt hyperfipk^ia or 
Lance Armstrong typical of a testicUfar cancer patient ' Wd befleve biat k is clear that these indtvidudis, inclucSt)i^ 
the celebrity spokespeople, r^resent rhod^ in a^rational aefrertising and, as such, the advertisements focus Ptt 
he potential success, after being treated with titb (^ucL If we are c^ept ih this presumptiem, we Question 
why FDA is impbsing.a different standard on tiie portrayal of ^e typical cancer patient that te suffering from the 
andmia .associated with cancer chemo^er^^y. This Is-part^tarfy.interes^g fit light of the depicllms ^en In 
promotion^ ^d educational piecesTronvthe /Uneric^ G^icer Society. Cbp^ magazine, a.breast canc^ st^^ft ' 
group, a Noivade;® (tarhoxifen citrate) print ad^rtis^’ent and Taxofere® (docetaxel) print advertls^ent (See' 

. Attacbment 2). You will note tiiat the mod^s in these pieces appear to be healthy and have fuH heads of hair. 

Lastly, as FDA evaluates this issue, we wish, to share wfih you that, the triodei in our broadcast advertisiknenCS^f’ 
Boy is in fact a cancer survivbr. He started dtemotitei^y for colorectal cancer In. Oectember 1999’ and 
.continued tirerapy until October 2000. We are partioiriariy proud to be assoc^led witii this Tme gerit^smari. ^ . 


^ • Claims or imf^icadons diet Procrit treats weakness and fadguel or that Proart mcreases strength, an ndsleardrig. Procrit is 
indicate fc^ the treatment of anemia in patients nceh^'t^emo^erapy for nommyeloid Gangers. The presentaUpns irr^y that 
Pmgnt wot^d imfm\m fatigue and weakness in any chemo^rapy pat^f i^n,‘ in fact^PrQCfk.ordyh^ been shown to inaease 
red blood c^ts in diemodrerapy paSents with anemia, ^himnotfierapy f^dents miy have fa^ue and vnaidiesa eft/e to factors 
other dran anemia. Thus, increasing red blood cells with Proerd would not necessarily improve a paUenfs cardidon of weakness , 
and, fatigue. . 
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-.Response;’., " .. ' ■- •' ''.„s ■’ !•’ ' 

.^n^iais a eommor) complication ^ mxek^uj^d^fvje.ch^othdf^y. A c^sldkable nurhWot.^tienfs ddvalop' 
during cckjrse of chamo^erapys In fact, the overall in^dmKe chernoUiOrapy^^Kfuced .anernia is most 
' lively much higher than prevtooslyreco^lzed. Most publish^ r^i^logy trials focus on the hi^» grades ^toxicfty 
- ' or ttie. rnost seyere toxic effec^i- ca^ of anemia,‘gractes 3 (Serious or sd^re: 6.5<7;9 g(dtj ai^ 4 (life- 
' . , thfeatehjng'^.S g/dL) typ»teaily repdiled .The mcidence erf lower grades Of anenra, suerfr as giadee .1 (1 

to' nog^ inits) and 2 (8.0-fOlO g^dL) are imdef'reprHtedfGrbc^an JE. et at. V Nad Cancer Inst.^ 19^; 9171616* 

> :i634;«owroUsranMR-Af^OBCo/.'l998;J5(sUppn):^^^^ ‘(Se0Att^menf3)i. ' , T 

, As stated ill OBPs |^tt^ to FD^ ;<mt4anuary 5. 2001, we continue to b^|e'^ that consumers do ntjt tlieaily- . 
.• .urKierstapd ^^^ ^ di^^ts (^ an^|a: ;T1>3)tMe^' anenija-ae a 1^^ 

■ . vafue/but do v^»t6.their-f^fingS'pf i^i^.e^ tBI^undersf^li^. 

.. OdP has edns^entfy tied^e sythp^cM^of fa^ueto'thea(^al <x^raoa oif ^emia^all pr^dtk>n^pieces. . : ' 

Therefore, today ^.always, we extend that fatigue is a cardinei symptom of checnothef^y^nduced anpmia anb 
^e relatlonsHip between^anemia.ahd fatigue is unrvers^; accepted {Sea Attachment, 4}^ ■ in a.suh^y of cancer 
patients,‘fatigue was pie pr^aiy comfri^nt eig^rienced during cKemolhefapy. . Fa^ue ^ a sut^ective.sehSation 
' often descried a'feel^ of Ufe^wss, weakness, lack ci energy, exhaustldni lelha^gy^CH’ malaise, in a lar^ trfcil 
of 2;2^ paP^ite re^f^rcheimothdr^y,' anemia' significantly correlated with, fatigue and its jitfic^^ ' 
consequences. {f^emetriD. JCffnOnc^ 1998;'16:3414*^15) (See-Aff^ftmenfde); In li^t (rf the overv^lmlng. 
data,, we beTie'Vjar Wf the correiadon between car^ dfiemolherapy. ahd anemia, as as anemia arid the' 
csymptCNm of fatigue ^e heyor^ question. . ^ 

Regardkig .the {M-^idce.pf desotxng tfra symptoms associated with a disease state- in promoSpr^ materiaT, tiere 
are numerous »^ptes, m many therapeutic areas,* including^ but not ^ited to, the SSRiS, Alzt^im^s procfcicts. 
and gastrointestinal agents (See Affachmenjt 5^. We. tiierefore, questiont* why FDAbetleyes that when (psmjssfrig 
anetn^ it would be any-less approppate to dIscuSs the'symptoms assoef^ed with this 'often, misdia^rosed' 
conditiem-,: when ^ere is probiprfy ^^ven greater need f«: education/ We also find your request to difcontmue the 
cfakns to be confusing.-' Th|/^^ pieces oxisistently- and prominently, state, that Procilt* is IncScated 
chemotoerapy patients wito anemia andthat the product is only indicated for non-rnyekiid cancer. ^ . 

' DTC Broadcast Adyertisemenis 

• The cieim Vroerft Is a natural way to regh^.^ btood cells lost during chemotherapy (s misleading because'^he term ■ 

. ‘^aturaf’ Implies that tlie product is safer i^'more effective than other products or rrtethods to Jnerease rt^ Upo<t_ 
cefisvdien this has hot_l^hdeni6nstratedh adequate and welhcontrolled studies. • ' q 

'Res|»i1se:, • 

We disagree that the claim implies that the product is' safer or more effective than. other products or mettiods to 
increase red bipod cells. The use of the word “naturaT property refers to the fact that epoetin alfa's motto of aetkm 
. is wa a natural m^anem, stimiriating eryttiropoiesis in an ideiitical manner to endogenous er^rppoietin. The^ 

. molecule wtti.the same amino add sequence as Uie endogenous fpnti accordingly enabfes'red Mobd c^ls to be" 
^ ’ produced through a mechan&m *e)dsting In or caused by nature” (See Cbdord Dictionary detin^i^): The natural 
attribute of tills freatm^t is in direct contrast \^th allogeneic blood transfuskm that ttoes not exist ^ nahre. The 
use of the term natural is cleariy noh'-corriparative. Moreover, in fulfiilm^t materials, for OTC acto.($ee 
e.Q.. www.DiTX3rit.coni/cancef/cancef ■ QShbn). we prb>^ additional context. to our use of tiie lenn "naturar. Fw 
example, tiie materials etoenbe the product as a 'man-made wrsloii of the endogeriouslform'. In no way are there 
ctoims that product is naturally derived or that it has a c<^parative'safety advantage due to its mode of action. 

We ask that FOA help us tb reconcile the difference between the use of the term naUirai in the Pmcrii broadcast 
advertisement as opposed to a similar c!^m in the Avandia broadcast and print advertisements. .1^e Avandia 
advertisements state,: 'It helps my. body use its own natural Insulin rnbre effectively....". Sirtvllarly, the print 
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adv|rtiselrnent'for Enbrei ^ates, "B^^e Enbmf Fs a to.'ona your prodt^os nafuraily, it targets 

rhe^atpwai^ritis'in-a unique wayl" . ■ ...» * \ ,, 

• The bFoatfcast^erHsemenls are ji^fea<Sf^becsus9^ey fail to di$^o$&^tProcrith mihfsciablB product' ' ^ 

■ R^ponse: - ■ • 4 .- . • . .. 1 , " ' 

/We disagree that the l^oadcast ddverOsements^^ are misieacSng bSemjse they /a| to mentfoo tttat Proo^t is ari 
.Ri]ecta&e.> ’ First, VProcrit must be administer^- by ^ -he^h darS’ profession^ ahb^ secmdiy^i^e Prodlt 
. advertis#nehts targc^ a patient population that’^clearty un^rst^ids that rhost, If rbt of ttie ujSual and'cuslomary ' 
, b^trnents.are given by injection^ ^ • - * . ■ ' '■ . . • 

^ Your a||eg^^ is partioufartyv Interest ^au$e a sim^rof .^e bropd^l a^er%e^eh%thet;4ir|4r d^'og the . 
' ' - caieDd^'yeap20bi'^v^lsacfea'^^Mxa^is^cyft)hdwS^6i5dpc^p^ie^.hgVe'^3i^edmedeea|>i^.^Jd^ 
forms bi th^r tv aBv^^em^te. Ibis raiSges fram rtosj^a^ic rr^tion to mahybptWva^tkmi^ Ne^^i^less, we^ 
agree tq 'mctgde ttie^ word. injectable, at the first of the braihd and g^erto^ene in ftifure t^dcast 

^ ' adverfis^ente. This mddificatSon fully satisfies the fe&er ar>dO)e.spiiit of the taw and Is constetmtwl^ many the 
currently, running advertisements for other prescription r^ugprodiibts. ’ 


. 1 . The 'c^m tfiaf Procrir is 'proven and safer is misteaifmg ln DTC broadcast- advert^aiperits bec^e ccmsumara' tadt the 
. * ; ba<^grpmd to undeista/Kf lt)ai "iimven [Sa/etyJ^ and'^safer are schntiffG terrm^f-ait ^ bet^i^ aid rfsks 

. . arowe^i9dConseqtmiyy.coristmeKamiikefytplnterprettf^cidnfy>fo^^8afe'‘taiMiuirfgdiatPrpcr^haemlnlm^or 
no risf&t assoda^dv^ Its use; nobMthslandng dsdosure' of the ^afqr statomehL" On additk^ the ose of .sydt a t^akrt 
‘ immediatefy precetSngttie ‘‘major statesnentT minimizes the' sidis^ufint ri^ disclosure. ' '' 

Reslponse: ' i- . . 

’ ’ We.respectfdly request that FDA share the.ot^ecUve daftp ft reHed upon to conclude that consume!^ I»r&:ijlaity ' 

can^r .paU§nts, ^ b^kground^'4o. understand the intended' meaning' of proven and-safe^ .. It Is dearly 
' recognized that cancer patients- 'ar^twljvely.invotved in seekbg ^ much information as pt^sble ^XHit their ' 
corKlition. FDA recognized-the tnfo^atKim seetdng needs of this population ^d, several years ago, advbca^ fbr 
(;ancer patients to have'^access to the' Clinical Trials Upcbtes on the National ki^titutes of Health (NlH).w^ltp;- Tb9- 
^'bformation on NIH's w^He is clearty, metre technicarthan any {nfoimatibn'^ti^at may appear in a.60o'sebond 

broadcast advertisemehWor PoxmT • ^ V * - ' 

• it also is unclear whether FDA believes that cancer patients. wiD have difficulty understanding the word proven of the 
\^d safe. Since safe is a word'that is likely to be understood by most grade school: studmts, we must conclude ‘‘ 

' i ^ proven is of. greatest concern. We;qudstfain FDA's presumptidi.thaicon5umers^^e‘un£d>le.'fo tmdefstand ttie 
r-v ' meanbg of the word'prdven. ki tiie contexi of a prescription drug adyettisement The dakn of |^>roverC or "dblcaily . 
proven” appe^ in current advertis^ents, broadcast andfor prinf^ f^ Actonel^i^Advalr^, Aldi^^ Ctucovance®,- 
Oblrd ®LA, FoWmsu^, Nexiu(Ti<&..PIavb^, Pravachol®, WelibutriniSf, ?ocoi^, andZyrtec® (SeeAUaidtm^tB). It 
should be noted that in the aforementiohed examples frixh the broadcast medksn, the dawn of ttroverf appears 
before the "major statemehf. Sbee li ^ears that PDA’ did not believe th^ would be consbrner ermfuskm in 
tiiese advertisements, it wodd be helpful to urKierstand v^at FDA reKed.upon in tSstingufehlog the use of the daim 
of “^oven".ln the cef^encerT Procrit adverfcement frwn its use in other curmiitty running broadcast and prbt 
r. advertisem^ts.^ ' • • - . . • 

Lastly, we con^d that the cteUm of Voyen and safe” is synon^ous to the ddm bf *^316 and effedive\ or.for that 
matter with the terin "approved*, in fact, your fetter, states that proven and safe is a lerm-of'ait” p^tainir^ to how 
relative benefits and risks ate weighed This is an accurate description of FDA’s standard for determbing that a 
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• Mary Malarkey; ' ' • ’ ' , •- , v, . ' 

January ^2, 2002, , • • . - 

NPageSoffO ^ V ' i. ‘ 1 ^ 

<Jnjg.}S safe andeffective. IrrAtlsreg^, werem^i^thatthe 1997 Foodand Drug A<:kTffnl^tk»|'Mod^iza|bn 
; ActspecificaRy(feleted.STCti^301(T)'from0ieFed^Fobd.DrugtandCos~rneUcActl^ ' . f 

• Prpfessjonal PnntAd\fer1isem0it ' 

Visual Aid ' ^ ' . - , . ^ ^ ^ ' 


• Tli0 d^ms 'f/lsmingM SunnvaP, l/eatnent Focuses on Prolonged StMvtvaf, ‘Amn^ lrnp^cts. Outcomes^ and 
", independent^ pro^dsOc faaw hr suivival in ^ult^ tnyetoma" ar$ misleatSng^bea^u^' tttey in^iy Siai peatment vddi tfw . 

product or cpmcBon of anemktHfpFows or pfwirtgs survive in fa<A there was nadiffeiranoein die swvival dataJietrrien - 

■ ' Proait and placebo-tipatad paints. , . - " . .. ' 


vl^^'driSe: * •- ’* i-?-. - •, r. ■: ... 

Jii' tie visuM| 5 aid, th»'fol!Qwtn^> Stal^entg “Tfeabheilt Focuws, on; Prolonging ’Svirvivarv *^emia Impacis" 
.OUtcc^es'' and *^i,tridepend§nt phignosttc factw forsivvivaf^ mf^Te niyejoma* are not'reiated to PROCRfT 
tfiierapy and are Infended- to-be $^)arate and (Sstir^ messages that r^er to anticancer- therapy,' such as - 
(^emodierapy. th.ese statem^ls are physically separated through' the lise of ta^ed se<^i<His (t£U» NHL 

and from the.informatiOn on PROC^tT treaUnent (labs labeled AIM and.ReimbursWnent}. , ^ 


• 'Meaniiiofui SQrvIvar » not ^ten^d to convey that PROCRIT improves patient 5ur^nyaL It fe i^ieffTK^rapy thM 
improves sur^'val. Newer chemotherapy treatment c^tk^.have improved response rates andm^yex^rKl st^vlvy 
(Crow) J. S&nin Oncoli, 1998; 25(suppi 12): 12-17:-Sh^erd FA. ^m/n Onco/. 1999; 2^si^{^4}; 3-T1). Mwy of , 
these new chembtHo^y r^^ens are myelosup^essive and are as^iated with a h^h' and cumui^e ihcideriba'.',.. 
of anemia.' A compr^ertsive review. artlde Gro(^an and Itri on me incidence of .(mefnOth«^y*iridu^:»d. '' 

' aneoila providasi^Uf^rt for this statement (J/yitfCanc^ fr^. 1999; 9.1:1616‘1634).,Th0 toxicity of chenrath^);^ 
trowed an^Tiia and declining hemoglObirf levels can makerany gains in-'survival l^s meaningful to the patent^ In 
facL m a study of king cancer patients previously treated with cisplatin', tM ma}orKy of pallets (6d%}‘dhPose to 
receive chemotherapy if- it substantially reduced s^i^toms 'without, prr^gir^ life, while oniy.-22% cho^ . 
chemotherapy for a 3-montti sl^iv^ benefit (S^rastri G. BMJ. 1998;. 317:771-775). . The ph^e "Me^ingful • 

' Surviyai*. as defined in Handbook of Ca/K^ Chemotherapy by Roland t. Skeel, is an aim of mei^y diat adr^ess^ 
the nbed to balance chemomerapy-a^swiafed stmdvai gairis with chemotherapy-associated -treatment toxicMes. 
Specifically.' *'For advanced (^'easa (n mis case, breast cancer), the aim is usuaDy to reduce me tumor burden . 
temp(»^ly and me resultant cHsabitity -in^orxjer to atteviate the patlenfs symptoms. Improve petformviG^ and : 
prolong meaningful survival.’ (SeeAffachmenf 7). , , , * ^ 

In^mo visual sdd, Treafrhent Focuses on Prolonqinq Survivar SDecIficaltv refers to'the anticancer meraplea listed In 
the chart' such as chernomerapy and radatjoh mat are used to treat Npn-Hodgkin’s Lyrnfmorna. the goal of these' 
treatment options is to prolong Survival, "since many patients with NHL can be successfidiy treated and con^ire to 
have ar) excellent quality of Ttfe, it is imp<Ktant to optindze me mer^utic options available to these pattonts:*' {Vosp. 
JIM. Semfn.OrKXiiL 1998;25:483-491.. Reference 1 in the visual aid). The statement. "Treatrhent Focu^ cm. 
Prolci^ing SutrnvaT does not refer to'PROeRlT. tn fart, me name PROCRlt or Epoetin affa dOes not appear on 
mis spread ('See Affachmenf 8). 


In the vjsuai aid, "Anemia Impacts Outcomes ' is supported by the 5 cited references. Oumcmes ref^to the knpa^ 
of syinptoms^pf anemia, func^^ capacity^ afto suryiv^. From refereiice 6 of me visual aid, ‘Anemia fesulto to 
important symptoms for the patient. C^mon syrnptc^ include fatigue, b'reamiesshess, swollen fe^ paJn, 
and loss cd -mental acuity.” (Lltbewdod TJ. Hemaipi Ongof. 2001;19:19-30). . RefererK^ l6.of aid is 

entitfed, “The Fuftcfii^gl Ass'essrneht of C^Ker Ther^-Anemia (FACT-An) Sc^te; A New Tool for me Assessment 
^of Outcrtnes in’Pancer hernia and Fatigue.”. When patients were divided into 2 groups, by hem.c^^in lewis, ' 
patiente with hemogkmin levels >12.gAjL reported fewer anemia symptoms such as fat^ue ^d "batter phw^l 
well-beln^ and better functional well-being” (CeBa.0. Sem/riara in H©mafo/.1997; 34(su{^ 2):' 13-19). tistly, 
reference' 8 of me'visua! aid, entitled, "Anemia As An independent Prognostic Factor For Survival In Patients Wim ^ 


^ Section 30l(i)of the F^eral Food. Drug, end Cosmic Act stated. "Hie foilowing acts and the causing thereof are hereby 
prohibitod. . ..The using, on die labding of any drag or device, or any advertising rela'dng U> such drag of device, of any representation 
or suggestion that approval of an application with respect to drag dr device is in e^ect. . ' ' 
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KfeyMalarkcy . \ ^ - - •'* 

Januafy'22i 2002 ^ ‘ ' ' - ? > “ . •> . . 

^Pagc^oflO _ ., ■' \ " 

C»icet^ is a s^tematfc. qua^Matiye review examining ^e.'correlatlon between anemia and sun/iv^ in cancer. 
l^Uents. . this author concKideslthat "anemia ^ assoc&t^- witfit^ortOT'sur^^-f^es for patients with fiing'. 

' carckicxna. ceh^ccHiteiW carcIncma, head and neck c^nohia, {instate (^cin<xna.'iym|^Kxna. and iTtuit^. 
myelwna"(CaroJ.J,etal.Can«»/‘-20dl;91:2214-2221)(5eei4tfadhmenf^i' ' 

T^e staioment. "Anemia tmoads Outcomes" refers to the impact of anemfa as' a dmk^ conditkm.- It does not reteii 
to the correction of an'^ia wittt PRQCflIT. Once again^ the name FftOCRit or Epoetin alfa does not app^ on 
. ttiisspread. . , > ^ *' • ^ 

in the visual akf. an^ia is "Ah Sidec^Kteit mocaT6stfc.fadbr for sutw^ in muttiole myeloma* fe si^ported'ty.the 
■ ' authrH^s conctudon diat anemia' Is ^is^lated vrith shorts SurviN^I times for^patl^ts writh. many tumor t^s 
Including' cnuilipfe m^k^. The stat^ent, "An;irf^^,d^t^pn^nc^^tfa^ .forsOn^^ in^rnult^le myelorhaT 
ctoes n<S refeP to PROeRtejrt fet^r^^narnePRpOTITw Epoetin alfa do^hbf^'^ar c^^ ' > 

. Th& daM "Tmatmeni R)cusestm...Managing SymptotJ^ is misleadSh'g b^t ^'0 H that the product kTfprovo of\ 

manage symptoms assoda^ vi^ anemia when thii has nd been dem<^trated by adequate ane^ weSdmMled dMcai 
studes. ‘ - * ■ ? • ' . 

Response: 

- In the visual aid, this staternent specificdiy refers to the anticanr^r therapies* listed in the chart sudi" as 
dtemotiibrapy arid boiie marrow transplant As stated in reference 18 of the visuaf aid, "...aF^roprfate goals of 
■ treatment [wtK di^nbtherapy] for muitiple myeloma today are to tiiduce long term sunnvitf, assure ^ton^ed relfef 
fmm symptoms, arid, protect patient’s ^1ity to function fof as long as pOssRto.” (Oken MM, et ^ Cancer. 1^7; 
7-9:156l'1%7) ^See Attachment 10 ). The statement Treatment Ffecus'es on ... Managp^^ Symptoms" do^ nc^ 
refer to PROCRIT.. In fact, the name PROCRIT or^x>etinatfa does not 'appear on this spread.' ' ' 

• '' The ciakne that Prpcrit' IMaAres all tt^ Different and Pocus^ ^^..'.Maffitaining Functional are 

misleadng' because, they Imply thatjhe pnxkid w^ilmpmw or mainpabt. health miated quaHty-cf-Bfe when this has not been- " 
demonsimted py adequate and weB-controBed i^icai studio with' validatad inshumenis designed, bi.ineasure qu^ty-^-Bfe, 
parameters. . ^ '' ' 

.Re^onse:' ■ - ’ 

In the professional print ad and the vispat aid. "Makes all the Difference* ref^ to the treatment'related goal of 
"Me^ingfiti Survival.* Me^ingful Survival, as f^eviot^ stated, is a common goal of c^er ttierapy (DeVita VX. 
Canc^ Prindf^es and Prachces of Oncofogy; Skeei RT. Handbook of Canper C/?emo?hei^3y) (S^ Attachment 
11)^ Part one of this .treatment-related ^al is improving eurvival thrdu^ wticancer.ther^iy (l.e., cfiemoth^apy). . . 
Part two refers to tire need to hefp make this stayryaJ 'meaningful, by rpanagir^ the toxfci^>(^e., anemia} c4 
anticari^r therapy. The two-fold natura of "Meaningfet Sbryivar is expr^ed by the fotfowing two sentences tiiat 
appear on the professional pdht ed and the visual aid: "Newer chemotherapy treatment options have improved '1 
response rates and may extend survival. Help pmvide meaningful survivat 'during', chemotherapy, by' treatkig 
anemia.*. Through the inclusion these two sentences, H is clear that exterKfiiig sur\^i ^ attribufed to 
chei^therapy. The benefit of PROCRITls in managing hernia: a key toxicity, of chemptiierapy, 

^ The bar graf^depfc&Tgffwhcfeasehhemoglodn levels (page 6 In the visual ak^ is mbleadlng in the absence of cont&djat 

^ infonrn^nre^nSngbiepercentageblpatients.vBiore^fondedtoUwrapyv^I.eig^lncnasesbombaseflne. v ' 

Response: ; « 

The bar graprfis represent Ihe mean increases m hemoglobin from baseline to final measurement fw NHL and 
Mm ^tients. For NHL pallets (ns390). the mean increase was 1.8g/dL {SD 2.4); for MM patients (n=299)', tiie 
mearr increase was I.SgAIL <SD 2.0). Botii mean 'vicreases were statisticaliy s^lficant (P<.00i01). These data 
- wefe derived from tvyd' (1 for each tumor type) pooled retrospective, post hoc subset analyses of tvfe large 
nOnrandomized, muiticentar trials of up to 4 months ofPROCRIT therapy in patients reC^i^g ch^other^y. 
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January H, 2Qpk 
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WhM wd ^lieve the ^wrent vei^ion .of tbe gra^ » clear, we agree to Include, the ^ve ad(^K>nal 
,conte:>^^infomiaU{m, if tills presentation Is m^ade in tfie future.- ' ‘ ' 

. Lack of Fair Bal&ncB . 

P^MTK^onal matetf^ ere tacking Wr bataivse a they ^ to prm/kia in^oTtarri rhk infonnatioh. For ^gyjle, the OTC' 
' adtraf^armritsfe^ta {Setose that Pfocrit^contnundfcaiedin'patfants^wfth unconffoff^hyp^ension. Furttiapmrei the DTC 
' adveri^^^rnents, pmfesdMsd 0nt adveir^em^tiS, gnd visua/ sM faB to CSsdo$a &}k.common skfe ipcktde fev^, 

shortne^ (B breaffi, paiidst^aste', arid Vf^r rai^Bratory InfycBon, in.edcStioi} to ^a/T^ea and edema. MorBovir, /^ted 
rrraWate are /ackft^ falr balmce Oecaose the nsitr inftmrnOjn ^is riot proved, widt a pfominence and raaddMttylhat ia 
reasonatByccmp^^:B9tpd^fXBsarftadonragaadingtiraetta^van^sandb^^^otPfocrit< - . ^y . ^ .' 

'-Response: ■ > v' :?•' -- ’ -• -- 

In addition to the cited language, there is language in the Precautkins aer^m of the iabeDhg. that stat^' 
^■f^rtension, associated With a s^ific^t Increase tii hereatocrit, has beep noted rarely In cancer patients treated 
witti Prbcrrt. Nevertii^.^, ttidpd pressure in pati^ts treated with Procrit should t?e mpnit<^ carefully, particularly 
in patients wftil an tmdertying history of hypertei^ion or cardk>v^culai;dts'ease.” ... ' 

ITier^ are numerous, examples of broadcast advertisements where contraindications dr precautiems dre not 
rnentioned foi the advertisement For example, the Nexium^ broadcast adveftfeernent .mentions, no 
contraindications andfUie lmitrex® broadcast.advertisement^mentions some, but not.^ bf the ctxitrsundicafons.' ' 
UkewisevC^ebrex® labeling has a precaution' regairdhg patients with fluid retention,' hypertension, rn* heart failure. 
Howev^, this Hifomria&on Is ndt included in tile Celebrex OTC advertisemmts! 

We strongly b^teVe tiiat the information regarding hypertension that ^ipears in the Procrit labe^g ^ more relevant 
' to Wid 'approfi^re for tiie heattficare (vcAilder. I^od presswe monitoring is a routine part of the overal care fexr 
chemotherapy patients^ Therefore, we have included the discloswe in all of our professional pieces.'- 

.. y. ' 

Regarding the inclusion rrf SidditkHial side eff^ ipformation. it; is wclear what standard FDA.emf^^d-in 
' detetTpinlr^ Which side affect Werp appr^oprlate fof inciuslon in the referenced pieces. . FDA hasnot ^ued a 
'guidaiice or regulations .for.det^rminir^ what infbrmatiMi should or should not be inCbded when reportiiiig side- 
effects’ in a prorriotional conte^ 'Riere are a number incrxislstendes and the data reported varies considi^abty 
betvreen products. , For example, All^^ reports upper respiratc^ tract fnfectiohs despite there pejng iittie 
differ^ce vs. placebo (3.2%^ for Allegra vs. 3.1% for pts^^). On tfie otherhand, Zyrtec®, vt^ldh is In. the same 
category, lists droi^iness, fatigue cby mouth, but ^zziness, despite the fact that it was- reported at 2.0% 
Zyrtec vs. 1.2% placebo. • * - ’ 

In light of these deaf inconsistencies, we determined that tiie appropHate method fdr reporting such ctetadiodd tka 
to look at the side effects ttiat were statlsticany diffweht from placebo and to include such data in oiir promotional 
material. ‘ ^ • 

If FDA has determined a standard for the reporting of side effect infonhation in advertisements prcmiotionai' 
labdihg, we VKHjtd'welQome tiie opportunity to provide comments in response to the publishing of a'd^ guldteuice 
In lha Federal Regl^er: s ^ ^ ; 


in /he bfoaefeasf advertisement, the statement *Ptvciit Is safe and effective* and ‘Procrit is proven and iafe“ bnmerBately 
. preceding /he "ynajor statement adnimfze and undermlrte fhe awiimun/caffba of the subsequent rf^ infonna6on. 

' See response above under pTC broadcast . ' “ 
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ItiB broadcast a<ivefpse'm9nt enSded, "Amhenf is Isfddng t^r b^ance because the backgpooad audkt mterfeies wflft and 
mnfm;iesthef^kihhfmaSon.’ - ^ 

Tha broadcast advertfe^ent #r)tited ‘'Anthem”, first aired August 31, 2000 add ran uhtB Juno 2001 at whtdi &no it 
was d{scdftojje?|. . , v . •- ‘ .. ’ ’ • • . 

- ''Adequate P/dWsioo" /?d<7Wttiome«tf Not ^ ^ . ’ • 

For thbse^^el^ rS^mina^ DTC broadcast Sd^rdsements, "Coi^n^ magajdne is not considersd to ha^ a rafige of 
c^tributioh vi^ enotj^ to rea^'the targeted' au^en^-0-^-> inc^ng. ^hewssjtend^- avaiai^l^-k^'e<msurMfS 'seekir^- 
ahonyrnity). Theietere, .dissemmation of die DTC print adveitisemeirt component in this magazine does rpt d)9,yidequatB / 

Response:, . ‘ '• ^ ^ t * j ; 

it Is knpoilant to (fist^guish;4>d ”Gu1danco for iru^^)tCpnsumer-Olrected Broadcast Ad\^t{s^erTts” from a- 
bincSng rule. . Since a'guidarK» |5 n<A bdidrig and, snco FOA has stated that there are other means for 

comptying vtrith the ^w, wa questkm whelh^ rteyrssl^rtd’ distribution is the only^ meai^ for safisf^ th» ”adequsUe 
provistoh’ requirement. Further,. iii Dght <^' me'^ct FDA has not proN^d.^ file regulated mchj^iy with any.' 
objecfive standards for determ^in 9 ';what constitutes, ^ acceptable ”reach'.” we determined. Uiat R'w^ ntbre 
important to r^^ ^,000 targeted cancer paBehts Ifuoi^ a magazine, such as Cqi^ng, than to foods on a rh(»]e ' 

‘ general audicmce. However, giveiT fiie fact that our print advertisements also appear hi more general SiKfience' . 
magazines, in the fijfure, we vyilf reference one of fiiese publications. ■ . ■ 


The supermposHlcm of the prihf ad cdmponerxt 'snd website component pr partiat fulfilment of the “adequate 
. provbjon’’ requirement in the broadest acfy^spments lack adequate prominence and leadabSdy. 


Response: 


A 


. ORP'S objectrra is to have the targeted patient pdpO&tkNi ciearty see the references to file print adyertbement ^d> 
.the URL adefress^ The utiHzafion of additional sources'Of information pan oply serve to furfiier educate the patient 
about cancer and the appropriate i^e pf.PrqcriL We are aware o? the fact that appr(»dmataty one^llMrd' of 
chemotherapy patients use the Internet for healfii related hiformati^ OBPs research indiGates that 60% of the. . 
resporidents said they would be very or sr^newhat finely to look oh the tritemet to^learn more about nOcrit after 
having seen 06P*S;Com(n^iaL It should be poted th.atlhe norm for this t^e of testing is A()(fitlDna9y,.OBP 
participated in a iar^.hidustry behchm^sti^ erf dmg web site use^. Results indicate that 25% of Procrit,si|d ' 
users located the site by ty;^ the web'addrO^ they saw on tetSvis^dn. Notwithstanding this hl^ rate of recaH and 
associaited aefion,. we WSI endeavor to make file reference to the print component ai^ the URL address ev^ rnore 
prominent in future broadcast adverfisemen'tS. 


Faitete to Adequately Dischse Presaipdon Drug Status 

• In die DTC broadcast advertisements, Ae Stteaimposition regardmg the prescrifAhn only stilus of the product lack acfeqtiata 

prominence and feadabdity. " . • 

. Response: ' ^ ' 

A survey of the cummit ixoadcast advertisements reveals that the reference to the prescription status in’ file ^^rlt 
adver^ement is simifar to the reference ^ most of ^ otfier advertisements. In the advertiserhent, Big Boy Bed, 
the claim, 'liy prescr^tlon'’ Trained on thp screen for 3.04 seconcte as compared to an average erf 3 secondsrm 
other broa<±ta^ advertiseipents. . , , ... 

We r^ognlze that FDA has determined ttiat the m^et researcJi data.: we provided on January 5, 2001, do notv 
adequately address the promotional issues in queslkm. However, it is disappointing that in almost a year, FDA did 
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lJslHm^y‘^,200T 
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: not notify ul M questions .'abbut sirtxnitted data. Wq have addiUonaf data and wcftjfd have wetcbmod the'. 

opportunity to provide inforrnation, tf suc^ had bdbn r^MOsted, in ttib leg^d/^we have 

■ • enciceed seme of ^ese da^' We t^eve Uie ^formatiori pfqvid^ for dur dainns^ Should R3A determhie 

^at there is a hi^ additional da^-^ ask that FDA notify jls, so we can v^r|<; together hri a ^aborative 
mann.ee to T^lve any i^ues. - j? vf • ■ '• 

- • Pegging FDA’s, that OTC InfoiTqation be (^veyed In Qrmswnef-f'rW^ tenguage, Wd are ki coihpfete 

agreement, in futute broadest adwrtisementa, we r^ise tiia cl^rn to read, *7n}erit.. Is for-batier^ wi^' most . 
types of cancer.” Since over 90% of the cancers arecUnicaily charactedzed as non-myeioid,' this is a truthful clairrt" 
and satiOf!^ the need to communicate in consumel-hiendly language. 

; 'We ^t^ bppreciafe FDA’s careful review of oqr re^t^sa; along.with :^e. accompanying data:' OBP is jandot^ tq 
• . rese^eltf^ (ssu^ that were oHed in ycMtf* December il,-200l' f^eri as wi^ es any outstOndUig issues frem your 
letter . of JOrie 30^.2000 ^5ee A^fachmertf 12). In order, to fa^litate.closore of these is^s. we have attach^ a 
requ^t for a tete^ferenOe (See Attechment 13). In preparation- for this teleconference; we. would apprec^te it 
FDA.woiiid share the .data it r^d upon to reach m^y of . the conclusions stated in ^e letter. We bdiwe this 
ei^angeof kifbrmatiqnwillenst^armvemearilngftrfrflailogue. 


« Should have any q^tiohs or require further, jnfoh na tipn, please contact either Becky Qeayenger or mys^ at 
Qrespiectivety, or py FAX at ^ ' ^ ^ 
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ATTACUMENT I 

• QicMer^of,Mop^<^by Cbeknqdier^yAgetn ' 

ATTACBMENT 2 

\ ABVERTKEMHWIS : . , 

ATTACTMENf 3 

Ri^erence Uk ifer Cliem&tberapy-Induc^ ^emia 

ATTACED^pilT 4 

■ * SjeSstence List for Fati^eOiusedfyChemdthefapy- ■ 

• !,^ - . Jrid3icedAne^m - . - ■ , - 

ATTACHMENT 5 

PRINT ADS describing Syngitoms associated \nth a 
Disease ' J - . ,■« ' 

attachment 6 

PROH" -^S with the claim Plroq^or iVoven ‘ 

ATTACHMENT 7 

List of References for "Meaningfid Survri^" 

Respond' i . 

ATTACHMENT, 8 

Current Amyroaches to the Management of Non-HoieUns 
Lymohomia . s- 

ATTACHMENT R 

• -List of References Iot "Anemia /nipactrOirfcomes". 

Response „■ 

ATTAiCHMENTlO, 

. Comoarisoh of Melnfialan and Prednisone with Vfncristme. 

Carmustine. Melahalan. CvcloohoSohamide and Prednisone 
in the Treatment of MuitioleMveloma ^ • 

ATTACHMENT 11 

CANCER Princioles & Practice of OncoIoBv 

ATTACHMENTS 

TOA and AMGEN/OBI Letters • s 


ATTiCCHMENT 13 Request for Teleconference Meeting between Amgen/OBP 

and EDA . . 
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February 12,2002 ^ 

Mary At Malarkeyi Director;.,, " ,, r * 

Dlyiskm.ctf CaseManagem^t ‘ " 

^Off{ca'ofC^pilarice.and|0ioiqgics43^^ty ' ^ ^ 

(^terfcH'.BIotogics EN^luaUor^and Re.search 
Pood and Ort^Ar^inistratlcm " 

1401 RodcA Pike . : « \. . . f, 

Ro<^B0,Mafyfafftd2O852-144« f. ^ "" 


• Amgfenfac. ■ ' ■ 

. On^Aoigea Center Drive 
' ' ThoUsu«iOdcM^9I32(>-l^ 
805:447.iqr 
' Direct DU 


^ i 


3 


Cc;- 


Carol Broac^lfk i*- 
^th Ray, Es^?:0<>C t 



Oear Ma.'Malark^ \ ,3 * =» " ^ ' 

Orttib rnarkets Rociit® (Epoetin alfax through a product license .agceement with ^^gen. Ortho ' 
" hasasked Amgen to tr^mlt the fdlowin^g for your cof^sider^'on: ^ 

- ‘Reference is ipade jo our letter.dated January 22« 2002, in response to your fetter dW^ 
Dec^ber 21, 200 Your letter alleged thajt certain claJips thafappear or have appeared in 
^<wne of the Ortho Biote^ Products, L.P.' (OBP) prOTtotional materials for Pro^ are f^se w 
otherwise misleadrtg. Ydu requested ttiat OBP re>dse ail aff^ed prdmotionW ihaterlai withfe 
9p“daj«. affer:ceceipt of your tetter, or .at the pext pl^tfaig or taping of the matefial, whichever 
•, comes first. . * ' - ' .. 

• We are writing to request that toe Fpod andlbnigAcftninistration (FDA) reconsider the OO^day 

tftn^jrje staled In its'Decdmber 21,' 2001 letter. We ask that you grant this reque'st for toe 
^ ^following rdSsohs: ' . • ■ 

'''■ ,• ,i- 

1- The 00 day period for revisions is not reguired by the-regulation at 21 CFR 202-1 0)(4)^ ?' 
Rather, the regula^dd specifies Ih’at the advertiser will be’granleddTeaspnable oF 
>' ■ ' ^ If' ^Is case; 90 days Is not reasonabte. As a Testit of corttra^al obligations 

• w with the production Of these rnoterials; if'would co^ OBP :dpprOxfenat^y $10 

■' „ miirKln dollars tq meet a 90 day deadline. We lequesftoat we ^ permitted to discuss. 

' with die Agency vstoat a rWsonable period of time would be; 

2. GBP's response letter Indicated a clear disagreement with ihany of the all^atlops that 
FDA ihade afid, . therefore, % request for a meeto^ was tocluded fe ourVespixise. OBP 
requested this meeting in^oftter. to have a dtecusslon with FDA regarding he bases for 
j.,, 'thea^ncy'e'atlegatlons.WeareawatlingFDA'STesponsetotois-meetingroquest.^ 

4 : Aher^cerc^y considering the above stated concerns, we are once again asking that FDA 
expeditiously grant our request for ‘a.m^ng. OBP believes. U|at a meehSngfuf dlalogue will 
provide an opportunity for FDA to review with OBP the data relied upon In determining that 
the referertoed prpmolipnal pieces were false or ojiei^e misleading ^d permit .QBP to 
j .further #5^laln the data it rflled upon to support Us claims At tha end bf toe discussiori. It Is 
our go^ to final resclution'on these issues. ' 


21 C3FR 2(S.l(}X4) stole? “,^.K the is ootified that the sul^^tted adv^senienj is not in 

'vibtatioQ ^ K)inc suteeqi^bt time, the Food, and Itoig Administration changes its opinion, the 

adviser will be So noti:^ and Will be given-a reasonable (emphasis added) for coitection before 

iiyrepifetory adonis taken xmdCT this section....” . ' p . ■ 



466 


-Ms. MalarKey 
February 12. 2002 
Page 2 qf 2 


. Waap)}(e^te your -cohsidkatloii of this r^u^t, Wa^ll telepfipridCarole E^oadnlurocyou ' 
' sn Febniaffy 13, 2002, to.ascertain ygur wtllin^ness fo cpnsicler,,not OTly bur meeting request, 
(but also our request foraoexfenslbnbf the OO^Jay revision period.* , f 

Should youi ffavo any (j^esBonS of ri^ulro. furftbjj^ contact qither. 

‘Bfc^ Cleav^er o^ myseV' at 7^* raNiective|y, or .by PAX- at ' 



Ra^ Stnallffig, 

• VjbePresids^'ti* f 
Regulatory Affairs 


’ &02-O212_BC_GC_OtthoHespoilS6foChangeC)p Hr 
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Food and Drug Admiirntratlon 
CaOer for Biologies Evaluation and Besearck 
Office of Compliance and Biologies Quality 
Division of Case Management 
Advertising and Promotional JLaieling Branch 


REVIEW MEMORANDUM 


Product Name: 

epoetin alfa 

Brand Name: 

Procrit 

Manniacturer: 

Amgen Inc. 

Distributor: 

Ortho Biotech Products, LJ. (OBP) 

Descriptidn:. 

Amgen/OBP undated response Iett«’ (received January 25, 
’• 2002) to CBER’s December 21, 2001 advisory letter 


Backgroond: 

This review addresses die' Center for Biologies Evaluation and Research (CBER) and foe Division of 
Drug Marketing Advertising and Communications (DDMACX Center for Drug Evaluation and Research 
(CDER) assessmatt of Amgen/OBP’s January 2002 response letter to CBER’s December 2001 advisory 
letter and OBP’ s specific questions provided in Amgen’s Match 1, 2002 correspondence. 

CBBR rriet intanally on February 28, 2002, and with DDMAC by teleconference call on March 14, 
2002,.to discuss Amgen’s response letter. 

GENERAI. APPROACH ! > 

DDMAC’s position wtlfa OBP^s dmgadiwgtiaepient examples > 

• The drug advertisements used as examples are not comparing the same types of diings. 

• Notify the Office of the Chief Counsel (OCC) that the drug advertisements provided as examples are 
not relevant 

DDMAC believes tiiat CBER and CDER are consistent and that CBER’s arguments are strong and we 
should stand by our position. . . • 

CBER’s reconsideration based on review of arguments presented bv OBP 

• Refer to review discussion below. , 

Research to support agency’s objections , 

• DDMAC has access to research and expert opiniott. 


AMGEN/OBP RESPONSE LETTER: 

False or Otherwise Misleading Claims 
General , 

1 . CBER objection summary: " Strength for Living” tagline is misleading. It implies that Proorit 
improves strength and may improve survival. 
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OBP response summary: There is improvement m die symptoms associated widi anemia. This is 
ciinically supportable and is the only meaning that ^ould be attributed to die tagline. OBP copying 
testing showM diat most people (56%-72%) stated that the tagline means “ gives you strength or 
energy.” Only 0-7% believM it means “helps you live longer.” OBP wante FDA to distinguish the 
lagline fitim similar claims in other currently running broadcast ^vmtisonents and would welcome 
outcomes study designs employed to support the claims in the current broadcast and print 
^vertisements. 

CBER response: Even OBP agrees with CBER by admitting the tagiine means gives you strength 
or energy. There is no data to support the increase in strength claim. The living claim goes beyond 
Increasing strength. *■ " 

DDl^C response: DDMAC tiiinks CBER has a strong argument based on the lact that there is no 
data to support Improvement in strengti). Procrit does not improve str^ngto. DDMAC provided dieir 
perspective reading similar claims in other currently running broadcast advertisements; however^ 
toe tolibwing information must not be shared wito Amgen/OBP. DDMAC is preparing an objection 
for toe Viagra claim “Love life again” and the claim “Equipped for Living” for a Parkinson’s drug. 

The other drugs with similar claims have been shown to do what they are saying. For ei^ple, 
DDK^C allowed toe Paidl claim, “ Your life is waiting” after discussion. The reason is b^ause toe 
product is for social-anxiety disorder. Fart of toe indication is to get toe patient out of toe house. It 
is indication specific. 

OCC r<»ponse summary: OCC agrees that the “Strength for Living” tagline is misleading in terms 
of im provement in shengti^ however, toey have a difficult time seeing how the living claim relates • 
to im^ovement of survival. 

2. CBER objection snmmary: Patient models are not representative of toe general populaticm of 
chemother^y patient who would iqipear weaker and fa^e hair loss. 

OBP response summaiy: There is no ^ical chemothm^y patimi^ toey vary and cannot be 
typecast OBP’s research showed that cancer patients found me people portrayed in the Procrit 
commercials to be sensitive and believable in toe situation portrayed. OBP reoueste tiiat FDA share 
with toem our standard fen* evaluating the cqipropriateness of models used in a broadcast ' ■ 
advettisement OBP provides examples of very ph^ically active models (Hamill, Fleming, ^ 
Armstrong) in current drug broadcast advmtisements. OBP questions why FDA is imposing a 
difi^nt standard foo’ toe portrt^al of a typical cancer patient suffiering from anemia associated wito 
caaccr chemotherapy in light of depictions seen in promotional and educational pieces from toe 
Amencan Cancer society. Coping magazine, a bre^ cancer support group and two canc^ drug print 
advertisemrats. The model in toe Big Boy Bed broadcast advertisement is a cancer survivor. 

CBER respome: The fine gentleman in the Big Boy Bed direct to consumer broadcast and print 
advertisements is acce^ble since he is a cancer survivor. CBHR’s objection related more to toe 
models in toe Anthem Wadcast and mint advertiremeots. The “ Antoem” broadcast advertisement 
has been discontinued according to 06P. What about toe disposition of the print advertisements? 

DDMAC response: DDMAC has objected in toe past to cancer patient models. In March 2001, 
DDMAC issued a letter to Bristol-Myers Squibb for Ifox (ifosfamide) for a cancer patient who 
looked healthy. This letkoTstatod,** In addition, these claims combined with the pictoral 
representations of a very hedlthy-looking patient are misleading. The patient is not representative of 
a patient population that has already undergone first and second line chemotherepy nwif is now 
recefvinig third line clusmoihercq;^ containing a Svg wito a boxed warning of severe CNS toxicity, 
inciting coma, as well as sigytificant side effects such as moderate to severe myelosiq>pression 
(50%), mopecia (83%), nausea~vomiting (58%), and hematuria (46%)*' 

In April 2001, DDMAC issued a letter to Abbott Laboratories regarding promotional activitiesfor 
drugs used in the treatment of human immunodeficiency virus (I&V) infection, this letter stated, 
"DpMAC has also noted that some DTC materials and activities for Hiydrug utilize images that 
are not representative of patients with HIV infection. Examples of such images range from robust 
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individmls engaged in strenuous physical activity to healt/^looking individuals giving testimonials 
of a specific drug's ieneflt. However, not all individualshave a response to ARV therapy; in fact, 
some patients will still have disease progression despite ARY thert^. Furthermore, some images 
minimize the significant side effects profile associated with HIV drugs, including metabolic clumges 
such as fat redistribution or facial wasting, Therffore, images that are not generally remesentative 
of patients with HTV infection are misleading because they imply mater efficacy than demonstrated 
■ by substantial evidence or minimize the risks associated with l6v drugs!” 

DDMAC thinks the fine gentleman in the Procrit advertisement is OK. Peggy Fleming is typical of a 
patient with hyperlipidemia. Dorothy Hamill is now typical of an osteoarthritis patient She is in a 
lot of pain according to a Reader Digest article. She was on Larry King live and overrated fire 
efificacy of Vioxx and Merck did a corrected commercial. The Vioxx advertisement is a poor 
example. The Lance Armstrong advertisement is a help-seeking ad. which FDA does not regulate. 

OCC rissponse summa^: There is no definitive answer for this. Patient models have to be looked 
at on a case-by-ca.se basis dependent on the product. Advise OBP to jn-ovide additional contextual 
information aboxrt the patient m future promotional material (for example, state that the patient did 
at one time have tire products indicated disease state). This comment applies more.to the 
discontinued Ahthein broadcast advertisement than to die current Big Boy Bed broadcast 
advertisement. 

3. CBEiR objection summary: Claims or implications that Procrit treats weakness and fidigue, or fiiat 
Procrit increases stren^ are misleading. The presentations imply that Promt would improve 
&tigue and weakness in any chemotherapy patient when, in &ct, Procrit only has been shown to ' 
increase red blood cells in chemotherapy patients with anemia. Chemotherapy patients may have 
fii tigue and wea kne ss due to factors omer than a nemia. : ; — ^ * 

. .. OBP r^ponse summary: OBP continues to believe that consumers do not clearly understand the 
correlation between their &tigne and file diagnosis of anemia. In order to ftcilitate this 
understanding OBP has consistently tied the symptoms of fiuigue to the actual condition of anemia in 
ail promotional pieem and fiiey contend tiiat fatigue is a carding symptom of ifiiemothei^y-induced 
anemia and th e relationship brtween anOTia and fatigue is iiniveniiitiv nempte d OBP then refers the 
reader to attachment 4. wnicn con tains I'rve referenca a. which mnstlv riisrai-iii niinIHv of life and 
qualiQ' of life instruments that relate hemoglobin, arid hematocrit levels to improved quality of life. 
Three of the five references have some association with OBP, For example with tire Demetri 
reference, the study was supported by a grant from Ortho Biotech Inc. and the author serves as a 
consultant to Ortho Biotech. OBP also cites examples of drug promotional materials that describe 
the symptoms associated with a disease state. OBP claims thm fiie pieces cited in CBER’s letter 
consistently and prominently state that Procrit is indicated for chemotiierapy patieiits with anemia 
and that the product is only indicated for non-myeloid cancer. 

GBKR response: OBP needs to concentrate on tire implication that Procrit would improve the 
anemia in patients receiving chemotherapy for non-myeloid cancers and not just for me treatment of 
any anemic patient This iiuormation ne^s to befiamed diflerently in me advertisememts. The 
cited pieces nave intervening text between me initial discussion of chemomerapy and aneinia and me 
later statement thm Procrit is for patients wim non-myeloid cancers. 

DDMAC response: Inferences are drawn aimough mere is no guidance on mis issue.. 

OCC response summary: OCC agreed wWi CBER’s and DDMAC’s respon.se. 

DTC Sroadcast Advertisements 

1 . CBI31 objection: The claim “Procrit is a natural way to regain red blood cells lost during 

chemotherapy is misleading because me term ‘’natural’’ implies mat me product is safer or more ’ 
effective th^ omer jxoducts or rnemods to increase red blood cells when mis has not been 
demonstrated in adequate and well-controlled studies. 
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OBF response.summai^: The use of^ won! “naturar properly refers to tiie . fact that epoetin 
alfa's mode of action is via a nahiral mechanism, stlmuiatmg ery^poiesis in an identical manner to 
endogenous erythropietin. In fiilfillment materials for DTC ads.(OBP to the Procrit Internet 

site), OBP provides additional cont^ to our use of the-term “naterar. For e»unpie, die materials 
describe the product as a “man-^made version of the endogenous form”. OBP roquests diat help 

them to reconcile the diffei^ce between die use of die term natural in the Procrit broeulcast 
adveidsement as opposed te similar claims in the Avandia and Enbrol advertisements. 

CB£R mponse: OBP should bring out the additional context in their adverdsements (e.g. diat 
describe die product as a “man-made vemion of the endogenous form” of ery^hropoiedn). The 
Avandia and Enbrel advertisements have nodiing to do with CBER*5 position. The ^brei example 
is in context &ibrel is a protein similar to one body produces naturally, which is different from 

saying that &ibroi is nati^. 

BpMAC response: Avandia does help die body use its own natural insulin more effectively which 
is differmt from saying Avandia is nat^. DZ>MAC thinks CBER is on solid ground our 

position. Procritis an injection, which is not natural. Consumer's associate natural wi^dietoiy or 
herbal supplemente. DDMAC will ffx an article from the Drug Infonnation Journal. 

OCC response sinumaiy: OCC agreed with CBER’s and. DDMAC's rosponse. 


2. CBER objection summary: Failure to disclose that Procrit is an injectable product 

OBF response sammary: OBP disagr^s widi CBER's objection, however, OBP agrees te include 
- the word, inject^le, at die first display of the brand and generic name in future broadcast 
^ertisements. 


CBER response: OBP's response is acceptable. 



3. CBER objection; The claim dial Procrit is “proven and safe” is misleading because consumers ladk 
die bacl^round to understand that “ proven [safety]” and “ safe” are scientific terms-of-art relating 
to how relative benefits and risks are weig^^. C^nsequratly, consumms are likely to interpret the 
claim “ proven and safe” as meaning diat Procrit has mbiim^ or no risks associated wiA its use; 
notwidikanding disclosure of the “ major statement” In addition, the use of sudi a claim 
immediately preceding the “ majen* stat^ent” minimires die subsequent risk disclosure. 

OBP response suminaiy: OBP requests that the FDA share die objective data we relied upon to 
conclude that consumers, particularly cancer padmits, “lade the back^und” to understand the 
intended meaning of proven and safe. It is unclear whether FDA believes diat cancer patimits will 
have difficulty undo'standing the word proven or the word safe. Since safe Is a word mat is likely-to 
be understood, OBP conclude that proven Sof greatest concern. OBP questions I^A's 
presumption mat consumers are unwle to understand the meaning of the word, proven, in the context 
of a prescription drug advertisement (examples provided where die claim “proven” appeam before 
the “major statement.) OBP contends diat the claim of ‘proven and safe” ts synonymous with die 
claim of “safe and effective” or with the term “approved”. 

CBER response: The product is “proven and safe” otherwise -we would not have approve it. 


DDMAC response: This is not consistent widi Janet Woodcock's (CDER Center Director) position, 
(re: risk infonnation should not allow anyone to say a product is “ safe” in tihe context of toe relative 
benefits and risks). DDMAC is basing their opinion on'eiqiert opinion from FDA social scientists. 

. The a^ncy is willing to look at Ortoo's data. The literature regarding “ fiaming effects” is 
extensive. Proven effective is fine. Safe is a different issue. 

OCC response summaiy; OCC is.not certain tliat CBER’s objection is defensible. We may have a 
hal’d time arguing against pi'oven and safe in context wito risk iiiformatioa. We may not be on strong 
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grounds to object to placement (in refei-eoce to framing effects), however, without proper- context 
safe may be an issue and should be fixed wiflj context 


Professional Print Advertisement 
Visual Aid 



CBER objection: The claims ** Meaninsfid Survival", "Treatment Focuses on Prolonging 
Survival", "Anemia Impcats Outcomes^ end "An independent proffiostic factor far survival in 
multiple m^lonuP are misleading because they imply thattr^tm^ with- the piquet or correction 
of anemia imp^es or prolongs survival when, in fact, toere was no difference in tiie survival dato 
between Procrit and placebo-treated patients. 

OBP response siunmary.: “Meaningful Survival** is not intended to conwy friat Procrit improves 


t UBF response summary.: MeanmgtUi burvival' i 
survival. It is chemotherapy that improves survival, 


In tiie visual aid, tiie statements **Treatmeia Focuses on Prolonpng Survived" , "Anemia Imptusts 
Outcomes" sad "An indepen^nt prognostic factor far survival in rmdtiple myelomct* are not related 
to Prexirit therai^ and are int^ded to be s^arate and distinct messages tiiat re^r to anticancer 
ther^y, sudi as chemotherapy. These statements are physically separated tlirougb the use of tabbed 
sectons (tabs labeled NHL and from the Procrit information hutment tabs (tebs labeled AIM 
' and JReimbursement). Ihe name Procrit or Epoetin alfa does not appear on frie spre^ for these 


CBBR r^pottse: The visual aid needs to be revised even tiiough some of &e mfmmatlon contained . 
in die aid is not specific to Procrit “Meaningfiil Survival** are the two largest woi^s on &e fr^t and 
back COVE'S of tiie visual aid and in the profr^tonal print ad in association with the Prom-ittaglihe at 
tiiebottomofbotiipagesoffiievisualaidandatthebottomoftheprintad. lnaddifion,t^ 
statements, esp^aJly the bolded statement, on tiie fi^t cover of me viso^ aid and in fiie 
professional paint adwrtisement; “Newer chemoteen^ treatment options have unproved r^ponse 
rates and may extend survival. Help provide meaningful survival daring chemotherapy 
treating anemia with KROCRIT.” misleadingly implies tiiat Procrit therapy or correction of 
anemia will improve or prolong survival. 

DDMAC r^poiue: Since tee Procrit tagline is in tee same piece, but not on the same page, tee 
' information contained in the visual aid is still associated with Procrit A disclaimer is ne^ed fer 
product discussion. 


OCC/CBER response summary: OCC agreed with CBER‘s and DDMAC*s response. OCC wili 
support us on this. B is clear tiiat Procrit does not improve survival. The professional print 
advertisement may have to bp discontinued since it may not be as easily revised as the visual aid. 
This response also.applies to item #’s 2 and 3 below. 


2. CBER Objection: The cimm “ TretOment Focuses on ...Managing Syn^toms" is misleaditig because 
it implies that the product will improve or manage symptoms associated wite anemia when teis has 
not i^en demonstnUed by adequate and well-controlled clinical studies. 

OBP response summary^ In the visual, aid, tea statement specificalty refers to tee anticancar 
teeiapies listed in tee chart such as chemoteWapy and bone marrow transplant The statement do^ 
not refer to Procrit and the name Procrit or l^oetin alfa do not appear on this spread. 

CBER/DDMAC response: Refer to item#! ehtiNz fos^e Professional Print Advertisement' md 
VisualAid 

3. CBER objection: The ci&\m8ihst'Frofmt**Makes all the Difference &ad **-^eatment Focuses on ... 
Maintaining Functional Abilities’* are misleading because the^ imply, that the product will improve 
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or maintain health related quality-of-life when this has not been demonstrated by adequate and well- 
controlled clinical studies with validated instruments designed to measure quality-of-life parameters. 

OBF response summary: "Makes all the Difference” refers to the treatment-related goal of 
“Meaningfiil Survival.” Meanin^l survival is a common goal of cancer thimapy. Uie two-fijld 
nature of “Meaningful Survival” is emressed by the following two sentences that app^ on the 
profesional print M and the vispal aid, “Newer chemotherapy treatment options have improved 
response rates and may extend survival. Help provide meaningful survival during chemotherapy 
by treating anemia.” Through the inclusion of these two sendees, it is clear that extending 
survival is attributed to diemotherapy. The benefit of Proorit is in managing anemia:.a key toxicity 
of chemotherapy. 

CBER response: Re&r to item #1 above for the /bq/^s/onafPrbi//(dwer/£se»ien< and Fisaaf .did. , 
Note tliat, based on OBP's above response, the hiilowing statement includes the words “ widi 
PROCRIT’ in the visual aid but not in the professional print ad, “Newer chemo&erapy treatment 
options have improved response rates and may extend survival. Help provide meamngftd survival 
during chemotherapy by treating anemia with PROCRIT .” 

4. CBER objection: The bar gr^h depicting the increase in hemoglobin levels (page 6 in the visual . 
aid) is misleading in the absence of contextual information regarding the percentage of patiemts who - 
. responded to dierapy widi 1 .8 g/dl increases from baseline. 

OBP response summary: OBP agrees to include die above additional contextual information, if 
this presraitidion is made in the future. 

CBBR response: OBP’s response is acceptable. 


Lack of. Fair Balance 

1 . CB£R objection summary: The DTC adveitisements.&il to disclose; that Proorit is contraindicated 
in patients vvith uncontroUra hypertension. Furthermore, the DTC adverdsemeitts, professional print 
advertisements, and visual aid Ml to disclose common side efSscts. Moreover, the printml materials 
are lacking fair balance because the risk information is not provided with a prominence and 
readability diat is reasonably comparable to the presentations regarding the effectiveness and 
benefits of Procrit 

OBP response summary: There are numerous examples of broadcast advertisements (Nexit^ 
Imitrex and Celebrex) where contnnndications or precautions are not mentioned in die adveitisemmit 
or some but not all of the contrsindicadons are mentioned. OBF believes that hypertension 
information is more relevant to the healthcare provider and therefore, OBP has included diis 
disclosure in all of their professional jpieces. ^garding the inclusion of ad^tional side effect 
infonnation, FDA has not issued guidance or regulations for determining what informadon should or 
should not be included when reporting side effects in a promotional context OBP points tdr 
inconsistencies where the data report^ varies considerably between products. Allegra and Zyrtex 
are given as examples. In light of these inconsistencies, OBF determined that the appropriates 
method for reporting such dria is to look at side effects that were statistically different Mm placebo 
and to include such data in their promotional material. OBP would welcome the opportunity to 
provide comments in response to the publishing of draft guidance in the Federal Register. 

CBRR response: OBP’s response is not acceptable. 

DDMAC r^ponse: DDMAC is>not swayed at all by OBP’s response. QBP’s argument is insulting. 

■ This is not a “ cookie cutter” issue. The reference to needed giidance is ridiculous. This has to be 
done on a case-by-oase basis. 

OCC/CBBIR response summaiy: OCC agrees with C'BER’s and DDMAC’s response. 
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111 accordance wit]) 21 CFR 202.1 (eXJ), broadcast advertisements shall include information relating ' 
to the major side effects and contraindicationaofthe advra-tised drug, therefore, OBP must include in 
their DTC fcroadcast advertisements the fact fliat Procrit is contraindicated inpatients with 
imcoutroUed hypertension. The side effects of diarrhea and edema mentioned in the current 
broadcast advertisements are acceptable as the major side effects since they are the only two that 
were statistically different between patients treated wifh Procrit and pJacebo-treated patients. 

In accordance with 21 CPR202.1 (3Xiii), advertisements (we take this to include print 
advertisements) shall include information relating to side effects and contraindications and shall 
disclose each specific aide effect and contraindication (which includes side effects, warnings, 
precautions, and contraindications. In this regard, common side effect such as fever, shortness of 
breath, paraesthesis and upper respiratory infection .should be in included in.fhe print advertisements 
in addition to diarrhea and edema and the contraindication for uncontrolled hypertension even 
though, a.s OBP mentioned, the Precautions section states that “Jljipertensim, associated with a 
significant increase in hematocrit, has been noted rarefy in cancer patients trealed with Procrit 
Nevertheless, blood pressure in patients treated wit Procrit should be monitored carefully, 
particularly in patients with an underlying history cf hypertension or cardtovasevlaf disease." 


2. CBER objection: In the broadcast uivertisements, tiie statements “Procrit is sa& and effective” and 
“Procrit is proven and safe” immediately preceding the “major statement” minimize and undermine 
the communication of the subsequent risk information. 

OBP response; See response above under DTC Broadcast " 

CBES response: As jong as the relevant safety 'infennation is tiierc^ “Proven and Safe” is OK. 
However, &s response does not address the concern about minimizing and undermining tiie , 

communication of subsequent risk infonnation. 

DDMAC response; Discuss “teaming” effects. Refer to itran #3 under DTC iSrooifearr 
Advertisements. " , 

OCC response summary: OCC does not agree. OCC’s response from item #3 under DTC 
Broadcast Advertisements is retyped here: OCC is not certam that CBER’s objection is defensahle. 
We may have a hard time arguing against proven and safe hi context with risk information. We may 
not be on strong grounds to object to placement (in reference to-framing effects), however, without 
proper context siffe may be an issue and should be fixed with context 


3. CBER objection: Ihe broadcast advertisement entitled, “Anthem” is lacking feir balance because 
the background audio interferes witii and minimizes the risk infoimation. 

OBP response: “Anthem” was discontinued in June 2001. ‘ . 

CBER response: No action indicated. 


"Adequate Provision" Requirement Not PnUilled 

1. CBER objection: For these widely disseminated DTC broadcast advertisements, "Comng" magazine 
is not considered to have a range of distribution wide enough, to reach tiie targeted audience (i.e,, 
including “ newsstand” availability for consumers seeking anonymity). Therefore, dissemination of 
the DTC print advertisement component in this magazine does not fulfill the "adequate provision" 
requirement 

OBP response summary; In the future, OBP will reference more general audience magazines given 
the fact that their print advertisements also appear in these types of magazines. 
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CHER response! OBP’s response is acceptable. 

2. CBER objection: The superimpositions of the print ad component and website component for 
partial fulfiliment of the "adequate provision" requirement in the broadcast advertisements lack 
adequate prominence and readability. 

OBF response summary: OBF will endeavor to make the reference to &e print compoent and the 
URL address even more prominent in future broadcast advertisements. 

CBER response: OBP’s response is acceptable. 


Failure to Adequately Disclose Prescription Drug Status 

• CBER objection: In the DTC broadcast ^vertisements, the superimposih'ons regarding the 
. prescription only status of the product lack adequate' prominence and readability. 

• OBF response summpry: The claim, “by prescription" in the Big Bay Bed advertisement remained 
on the screen &r 3.04 seconds as compart to an average of 3 seconds in other broadcast ; 
advertisements. 

• CBER response: OBP's resporue is acceptable. 


Consumer Friendly Language 

• CBER comment summary: The statemei)ts,“Frocrtrir^parimiji9 with non-rrp«/otd cancers” and 
“It's for chemotherapy patients with non-myeloid cancer^' should be revised to be more 
understandable to Ae consumer (e.g., “ forms of cancer diat do not start in your bone marrow or 
certain types of cancers” ). 

• OBF response summary: OBF is in complete agreement teat DTC informatira be conveyed in 
consumer j^endly language. In future broadcast advertisemmits, OBF will revise tee claim to read, 
“Procitt...isforpatientswitemosttypesofcancra'.” ' 

■ CBER response: OBP’s response is acc^table. 

• DDMAC rmpouse: The claim should be made in context DDMAC suggests, for example in tee 
current Big Boy Bed advertisement, to place the statement, “ Procrit . .is for patients with most types 

. of cancer" iirunediately preceding tee statement “Ask your doctor about Procrit” or rather “ Ask 
your doctor if Procrit is right for you.” 

• OCC response: OCC agrees teat tee statement suggested byOBP,“Prociit ... is for patients with 
most types of cancel" sliould immediately precede the statement suggested by DDMAC, “Ask your 
doctor if Procrit is right for you.” 

QUESTIONS FOR APLB: 

The aaswere to OBP’s questions are addressed in the above CBER, DDMAC and OCC responses. 

1. OBF question:'In order to understand FDA’s perspective oh the tagline “Strength for Living”, it 
vrauld be helpful if FDA would distinguish this tagline from similar claims in other currently running 
broadcast advertisements, e.g., “Your life is waiting” (Paxil) and “You can be strongertean diabetes 
(Avandia). What guidance can FDA provide to phmmaceutical companies regarding tee outcomes 
study designs teat were employed to support tee above reference clauns and similar claims that 
appear in many current broadcast and print advertisements. 

CBER response: Refer to iteni #1 under General above. 
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2. OBP question: What is EDA’s standard for determining what a typical patient should look like for a 
disease category that is not cleariy defined? Does FDA have a standard similar to the FTC’s 
standard? 

CB£R response: Refer to item #2 under Genera! above. 

DIMMAC response: DDMAC is not aware of a FTC standard. 

3. OBP question: Does FDA believe that the model portrayed in a broadcast advertisement needs to 
comport with an image of someone currently receiving merapy for the disease or is it acceptable for 
a model to portray someone who has heen successfiiliy treated with a product, e.g., I,ance 
Armstrong’s advertisements for the BMS Oncology products? 

CBUR response: JRefer to item #2 under General above. 

' DDMAC response: Not iftypicalofthe disease state. Would take issue with the Lance Armstrong, 
advertisements exceptfiiis is a help seeking advertisement. Lance Armstrong is not typical. Also, 
Terrell Davis for a migraine drug is not ^ical of a migraine sufierer (Note: DDMAC did not allow 
this ad as Terrell Davis suffered a migraine, took the dmg, then played in the Super Bowl. This . 
would not be possible, so was considered extreme^ misleading). 

4. OBP question: Is there a regulation that prohibits die discussion of symptoms associated wife a 
disease in a branded advertisement? If there is no regulation on point, what guidance ^es FDA have 
regarding the linkage between the discussion of symptoms and a statement of the approved 
indication? 

DDMAC response: There is no specific guidance. If saying yes, feey did not measure strength, why 
can’t they say symptoms? Per Laurie Bu^e, do not allow symptom clums unless feey are measured. 
Have to have outcome data with symptom as an endpoint 

5. OBP question: What data did FDA rely upon in order to determine feat fee claim “ natural” would 
be interpreted by consumers to mean feat Procrh is safer or more effective than other products to 
increase red blood cells? Did FDA evaluate fee use of “natural” in ofeer pharmaceutical 
advertisements and, if so, did fee agency reach a simitar conclusion? 

' CBKK response: Refer to item#! miec DTC Broadcast Advertisements above; 

6. OBP question: We request that FDA share fee objective data it relied upon to conclude feat 
consumers, particularly cancer patients, “ lack fee background” to understand the intended meaning 
of proven and safe. Wiat did roA rely upon in distinguishing the use of fee claim of “ proven” in 
the referenced Frocrit advertisement from its use in ofeer currentiy running broadcast and print 
advertisements? 

CBER response; Refer to item #3 under DTC Broadcast Advertisements above. 

7. OBP question: Does FDA have specific objections to claiihs regarding proven efficacy outcomes 
associated with.cahcer chemofeeram' agents? If no, may data feat supports fee survival rates wife 
chemotherapy agents are presented in promotional materials feat discuss, not only fee agents, but 
also includes a discussion of chemotherapy toxicides? 

CBBR response; Refer to item #1 ooAet Professional Print Advertisement aai Visual Aid above. 

8. OBP question: What is FDA standard for determining the appropriate frur balance presentation for 
print and broadcast advertisements? Will EDA be publishing this standard as draft guidance in the 
Federal Register in the near future? 

CBBR response: Refer to item Ml under Lack of Fair Balance above. 
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DDMAC response; No, PDA will not be publishing draft guidance. 

Firm name: Amgen -Ortho Biotech Products, L.P. 

Letter type: Review Memorandum 

boc: HFM-602 

DCC (HFM-99) 


History: 

Prepared by; C Broadnax 3/19/02, 3/20/02, 3/21/02, 3/22/02, 3/25/02,3/28/02, 4/1/02, 4/3/02 | 

Comments by; M. Malarkey 3/27/02 

Comments by: T. Sti&no 4/1/02 | 

Finalized by ; C. Broadnax 

FUe name; (P1020101 1, P10201025, PI 0827003, PI 0828003, Pn001014, PI 1220001, 

PI 1220002, PI 1122OO03) 

Address: \\Cbs5055682\C)C\APLB\APLB\BROADNAX\PROCRinProcrit 21DEe01 Advisory Letter 
REVMEM.DOC 


Concurrence box; 
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Broadnax, Carols 

fom: 

Broadnax, Carole 

Sent: 

Tuesday, May 28. 2002 2:58 PM 

To: 

Byrd, Gfenn *; W)rams, Thomas W 

Co: 

Stlfano, Toni; Malarkey, Mary 

Subject: 

RE: Ortoo - Profit 

Tom, 



In, preparation for tomorrow morning's teleconference call with DDMAC, I am forwarding to you the 
attached review memorandum regarding CBER, DDMAC's and OCC's assessment of the 
Amgen/Ortho January 2002 response letter to CBER's December 21, 2001 advisory letter. This 
review memorandum was the basis for CBER's teleconference call with Amgen/Ortho on April 1 1 , 
2002. 

It is my understanding that tomorrow's teleconference with DDMAC will focus on OCC's viewpoint of 
the issues. 


Carole 



Procrlt 

iCOI Advisory Le 


— Orighal Message™ 

Rwras Byrd,<3enn*' 

Senb Tuesday, May 28, 2002 12:10 PM 

To! Wwams, Tbomas W 

C« St^tno, Ti^; Malarkey, Mary; Broadnax, Carole 

Subject: Ortho - Procrlt 

Tom, 

Hi. I und^tand there was a discussion planned for today this topic: however, Carole had to attend a foilow>up 
meeting to an Advisory Committee from last week, thus she Is out of the office today and unable to participate. Her 
role is key to my discussions so c^n we please re-schedule? ' 

Please reschedule any discussion involving ProCTlt and Ortoo promotional matters through me. 

TTianks, 

GlennByrd 

CNef, AdvHli^ng and.pRHnotfonalLat?eling Branch 

[^{sIcmofCaseMsrag^hent . ' 

Oicsof Com|Aan{» avt Bioiogics Qu% 

Center for Bioio^csBvaluation aid Research . .. 

Vtoodmrot Office CaTiptex 1 

1401 Rockville Pike. HFM^,Rm.285S , 

RockvlBe, MD 20852-1448 

301 . 827-6059 

byrdg§cbfir.fda.gov 


1 
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“7^ , 



/ C 72^-X^A^fT^ , .ikjayuj^a 

/^yvx&t^ diZ- .-4^ ^;^^^^A^lJb->Z> 


"^M/td i^/a. ^ dSCd^ '^Jd^ 

ZP. j ■ _ ...^,, , 




OCC.- 





r 

'Z^M ~Z ^ 4^ OCjC^ i:d^J>-&6. dd^jZ 

li^y/ ^dZ^/d^Z /d, /%^<pi^ 


cZs^u^ Z2\_ y 

A/oV , 

■ >=3^^ 

A W? d)-/ Odd/ . 
<ddr^ /^y A dZ Yc^ AJU/^i^ 

dZhdlYkOd 
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May 10. 2002 


Mary A. Maiarkey, Dlrcctof 
Dh^k>n of Case Mans^merVl 
. Qf^' of'Cr^piiaripe an4 Biologies Quality 
Center for Bioiogics Evatuafon and Research 
Focbd Drug Admlnistr^on 
:i40rRocl<vilte Pike . 

Rockville, Maryfeoid 20852-1448 


p:;i07£>/O/3 


AtVfGEN 


>hc. 

OncAtn>»;o<A-nu-fi)ri\-c 

■nHJasaod<hifc.s.<:.A 
«<«. »-l* UW) ■ 

(>ir«.ra,il_ J 

"“C J 


MAY. 1 4 aK 


. RE: FbllowHup to ^rit 1 1 , 2002 tefeconferertoe 


Obar Msk Malarkey: 

Or^ markets Procrikdi (Epoetin aifa>througha product license agreement v^' Amgen. Ortho has a^edt 

Amgen to transrnit tito following for your oorvsidefation: 

Fteference is made to the April 11 . 20Ce leteconferenoe; between f^A/CBER <FOA} repiesenfatl^ and 
employe^ ^ Antg^ tnc., Pf^rmacedticaf RB$ea^.& Oeveh^Mnent LLC. (JtUPBO) and Ortito ' 
Biotedh FfrodnGtSi-lJ’. (OBf^ regarcBrig PROClVI^ (Epoetin alfa) jMorhotiohal n^rlateV The f>ut|>dse. 
d’tite teleoontor^iM was to cfiscuselbh on and itiosure of the ts^es raised in your 

of opirtidn letter of O€soat^>er 21 , 2001 and 08P*s respooM letter of January 22, 2002. 

The participants from Ft3A/CB£R were Carol Brpadhax. Rs^ Esq.. Tor^ Stifano and Mary 

Mahukey. The participants (lapres^ihg OBPAI^pRD and «i&J Co^. were Mirmie Bayior-Henry, Uz 
Barrett, Matthew Quif^, Shelley Reagan^ Brenda Sajokhan,jend Ka^y Schroeher, The- 

r^resentatives frorn Arhgert were Becky Cleavenoer. Robert Church, d.D. and John Weidenhfii(ir,.J<D. 


' The fc^witig repreSersts GBP's' sumi 
tele^hference: 


• iK 

.. 



^ the issues ^'scuss^ deciskins reached dbrv^ tito 


Genera/ 

3 the *$ken^1pr Uvin^.tagfirre, FOAr^rdttd that there is no suggestion of sur^ved. 

^er, sirtce equa^ 'length’! v^'eheigy;*^ was proposed that^ ¥^ouidhef»^c^ 
iri prexint^ to tb^f^eprit kidioadi^ adlt^tiear tl^t the refeneq^ ^ to 

.Fi^'^(bed'and'ieqi[fekad-tiii|^-d§P'abri^ . . ■ : 
in adcbrtbnceAMth thetoquestO has bhcloedd abfoark^^, 
a d8tbr^>Mifl ^JM !DTCpri«ttadj0 rFt)A*e revtow acrd cxwhmerttY^seAffachmenfe i sn^ Pi. 
A£/>asct^K0d/ 

FOAdartiled that tiiey have rra issues with%e pdtier>t modblused InlheB^Bqy Bedad. but betieve 
' th^ alf of tfto models depicted In ^l^^^b^^T«Pr^prttotive of chernrttltor^ 

patients. FDA stated that In 9ui ad with riiuKi^ models, the surrounding text is khportant e^tiio ■ 
af^priateness of the rhoi^fs In such anad vnll be i^nsideied oh a case-by-case bs^is. Wiert ti>e 
models have a full head of hair, for example, tNs may.misrepresent the patient popuiatton. Wf^ you 

Irkiicated that the pati^tt models do rtot have to be t^, it was ddar that FDA would be more 
amenable to a favorable consideratlonr ti the patiertt models depicted previous canc^ patients 
versus tttose that depict curreht chemotherapy patients; OBP confimi^ that the Anthem ad 
discontinued and toere are no current plaito to use it in the future. However, if QBP decides to use 
an ad wttii fhidtipie models, FDA's guidance wilt be taken into GOnsiddration. 
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«» Uiat treats weakness aod fatigu^, F0A does not obiect to 

■ cfiscu^sioft of anefnia^ » agreed du.ridg our previous teleconfererwe oh October 1-9, 

2000 . Hdwev:^; tfre miportance bf lirtfwig the indfc^tlbii to the first menttoh of 

s3)4T)ptoms. OB^ stated that since the previous discussion of this issue over a year ago, it had been 
^ery consisfeht tn iinkir^ symptoms to the disease and treato^nt in the same textual area. 

However; in the future; we will link the information even closer to the indication YSee Attachments. 1 . 
and 2/. 

p • Use.^f “iiatyraf fe;ad«^pt^ete F^hrrtitel»ufdrtotrTtoe^BfdGf|t.OBPlagreed1osubrnil 

pfopdsedfanguaga.v - At^fdihg^ the tollewing example is provided for FDA to mview and cornmeni 
. (See Attacii^nts l ands): 

?lPre 1 rti^e^w:^« 1 J^ red taktod cells the sanw way y6dr b<>dy doe&iiatdral^ 

Pwhasionat Print A(Af&l^6emef^ 

. V7sia/Aid . '±!? 

y ■ ■ , 

^ FOA has ftoofc^ecftonte the cfiiw^informaliohpresentedjrfthe professional ihsiisd aid. However. 
.^ediset^^aterrrfoffiiatiMir^edstobesepa^edfro^the.PrpGritinfonhattoru VcHiinc^t^ 
ttie Pr6^ fg^ i^ihe IHett^ipra^e nvftah^ut sur^ 

hy;trea^ ajtertia wWv needs to be lernb^ from #»e fr«kit eover; -Ho^ 

thsU^theProci^togooorddndn^dntoebac^coNtefC It was rK>ted similar felons 
needed in CNder to addf^ the issue In the 2-p^prbfe^ibn^^>ufi^ Attached.te^ 

isvisdd dtaft-hiyefit the \4suaf 4dd and profe^ibnat prH ad for ypur revtowiartd cor^^ 
Mtdchmmits^and4). 

As sts^ in the redpor^ t^ter, 0ie har^raph (page 6 of the visuai Wilitto ret^sed to indude 
. itt)ecx»)tejcbiel jatormeibon, if ^ts presei^tipn is onadeintfie future fSee]4ifa0hmenfd>. 

•* BalWkM-* As stated in the OBP J^uiaryrespor^se letter. 0>eP/e£api:r^sec^<^ the 

Pi states that hyperten^n Is mrefy reported in cancer dipfnotherapypah^to.heverdiele^. patient 
blood pre^gre, pserfeo^Oty ‘those with art undertying hFsfofy of h^rtei^lon br cardi6^s»itar 
■ d^easOi needs'^ '^carefully rhor^ored 

I Tito <xmtra{ridiGatipn is ^ear^ referencing Nephrology patients; This, position is supported by 
- s4< IsKiguagetoittoBuinrima^Basteibf i^^mvsd.<&^foVC^F;.thefustEp<^‘naifaap(^ved .. 


reported sufverse event in the Spoebn alfa treated p^nis and placebo.patier^. tn respoose to our' 
t ' . clear recognlilon-^lhe intended PI ^ ito^ referorK^ hypeitertoim ir^ the nephr^O^ . 

p. profession^ end OTCI^bafartoest^ 

In conbast, the:^0A for the ^rtcer Ohemothefapy indieatipn shows that hypetlenslor) waS ra.rely 
reported in thi^^patlent popvlabon, please note that hypertension is not included in the adverse 
everAci\eit(Sde Attachment 5, pages 4 smd 5 respective). 

4n addition, we continue to befreve that We have appropriatety.disclosed the slgnificat^ aid^fse 
events. Oiarrhea and edema were the only two events that vyerestatisHcsAy different th^ placebo. . 

•• :FDA ddesrtotc*ie<S to the clalmsof'^e and effective*, perse, or variationsthweof, but 
mcomrrtonds ffiatilhdse daum be closely afigned with the risk informatkto associated the 

product OBP agrees to do so. > 

I • - 
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acfecjuale provision in futyr^ jbi^a^st s 


• :Theiolk>vv^4^iangesMilBefriadotoFieacfe<:jualepfovisionirtfi}tHrfeJbR>a^st a33: ^ 

t/-r^^^^^^^^^^^dsf w|lreplace Cpp/npas the magazine referencefbr the print ad. ^ 

t/. The prominence of llie reference of-^pnrrt and URL component wll be Increased: • 

' The presct^tion ^mly status i^Ncoatihua to be prominently d^losed. 

OBR a^ees wiUi FDA th^ ore (nfonnatipn needs to be conveyed in consumerdrlendiy lar^uage. 

- Tharef^^ In future bfoadoasta^rtiisements.OBP win revise the referenced claim to read, *Prdcrit Is 
'fer.patiente-wfh.mostt^sof ciafwer."- 

d As previously stated Ifiput Januairy response tetter, 08P agrees to tnekide the dosa^ form, % 
n|r Infectabley at ^e first disptey of the tirandand^en^lc name in future beoadeest adverfisements. 

Ai/ /^*^®*<^**^9*^®P^n^f^AweedtfiaLtf^ifnptemerrtatiQnofthisagreementvyillt»gln^enresolufidn}s 
3 ^ j reachedon of ^remsdnrng issues. When a^eemerft is reached, O^wiRmvt^aH referenced 

I ptec^ cdnsteterit vath such edmernehts. wlfl^n 90 days or at the next pfirrtteg, whichever comes first 


Should yod have any qu^tfoop drredtdre further Ihfonnation, pfease contact ehhef Bedc^Cieavengeror . 
myself at (80^ 447-^2 6f 4.47-3056; respe<^^. Of by FAX at (805) 498-9377.' 



t^(^/ Ralph Sti^nn^ 
M ‘ Vice WesMent, 


Vice Pfesr^ent. 
Regiitatery. Affairs 


2002-051 0_8C^GC_6rthoteleconFa 
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DteAKpiENT os HEAWH & HUMAN SEHVIck 


Pi 4 ^. Heat^-Sen^- 


Fo^ a^.prUg,^dminb:baUon 
^nterfof fik>!^lcr&;aluM(pnafi<tl’ 
Re^andi • 

1^1 Rpb^nia PHce" . , , 

ROdiviHe MD 208^2-1448 " 


July 30, 2002 


Mr. Ra^b Smiling ^ . - - >* V 

'Vice Pi^idrat, Regulatoiy and-M^cdl Affairs- 
Amgeailnc. ' i ' -i' . . ^ ^ 
One Amgra Center Drive; / 

Thou5^baks, CX 9131^1799 ' • ^ . 


De«rMr. Sm^lbig; i V ^ !t ‘i <• ^ , i ' •'* • 

tins. lett^ is m regard to. your May 10/ 2002, fcriCT sent in req)onse to the-April 1 1, 2002, 
telecbnfermce iM^i^reprea^tatives.fi^ the Grater for Bio!ogi<^ Evaluation ^ 
Research, 5PA a^ rcprcsratetivcs fipm Amgra Inc., J& J Pbaimacdiitical Resrarcb and 
Development DL.C. a^ Ortho Biotech ProductSj UP^ (OBP) conoeroii^ the promolic^ 
of Prociit (Bp6^n 'Mfe). Ilje April 1 1,._200^ telecob^race was initial to discuss IhV . 
V issues ridsed m OBP*s j^er received Janua^'25; 2002, in re^nse to the Divisiori of 
CaseMahagsm^Ps (pC^p letter of Dec<smbcT2r, 2001. We have revised ;^ur May 
10, 2002, response'and find that the majority of>«ur correcti ve actions are acceptable, 
liowever,;wc have comments, on the following remaining issues; * 

■Genial' ' ■ • . • ^ 

Tlie tagline *^StfengtkforLivinf*^sho\i\d’he prorated in Close proximity 16 the indication 
statement (wlbich woiil^ place thelnt^t' of the phrase in the proper, cojut^f) as discussed . 
during our April f teleconferrace,. As.pre^ted, it remains unclear that the “strragth** ' 
pud gains-rs in reference to the symptoms' of raemia associated with the treatment of ■„ 
an^ia incancra padrats on ch^oteenpy [ihe ^proVed'indicafion]. The'tagiine in tl^e- 
i^sed “Big Boy Bed”‘direct-to-consUcher television (TV) broadcast'^ : 
adverfisem^ (i^.and the.DTC print ad'iraiams in tbOsamepositidn as \vas dted in ' 

DCM’s peo^ber 21, 200i ie]ttra -'We agaih'ie4'‘^^t ta^ybe be r^dsitioned to be 
Closer to the in^c^tion as agreed during the ^)ril 11^ teleconforace.. , 


Revised Drijft Visual Aid ('‘Hematologic Malignt^des”) 

In’prder to ensure that die dircussion about the rhsease state is separated from the Profit > 
information: ■ - ^ • -s * . , 

1 . Please move (he indication statem^t from the front cover of the visual aid to the firet 

mention . of Procrit on page 6, y ' 

2. Pleaserevisepage 3 as indicated: 
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’I^ph Smalling — Page 2 ' 


Is High’.’ above the information for “Ahenua Impacts Outcomes’’- and “Manage 
Ah^nia — To Balahce Tieatmoif doals WiikMeamn^d Survi^el Diding 


Ch^Ofoeryi/’ as a’transition from diediscussion of chemo^erpy regimens oil' V 
pagg2 to thedisc'u^ibnofanemiabnpage3. ’ '' ' 

b. Please revise the secoml biillet pciiuU mdar “Ahemia hnp^te Outcomes” to read: 
“Jfisoneofse^ritlclmicanyjm]>ohantpmgpos6c&ci6rsfoistxrrivalm ' 
lynphoina” to clarify that ttoe are bdier clioicalfy impdifont prognostic factors 

, for survival in lymphoma in Edition to anemia.. ■ f < ' 

c. Pl^e delete, from foe sedonftsubhie|d^:foTey: i. -' 
MsPagfci^emia-^^^BalaitCeT’^tniOTl Goals' Ouring^eaMffi^py^^i , 


with.ProcritrriU provide meanmgfot survival. /' 

d. . Please delete “Is lEgh” from the table title to read: “Incidence of Anemia with ' 

' . NHL Chemotherapy Regimens”' ■: • , '■ 

,• ‘ . ■ ' “ ' ■’S' • ▼ 

'fl '*« „ • , - 

B...Pleaserevisethesecoi^bulletpointunder-“ManageAneinia— To’Balances ' 

,, Treatment Go'als Widi Mi^ningfid Stavnvl During Chemotherapy” to read; 

“With repeated exposure to.nonplatinum-ba5ed'ch^otherapy, this app'roaches • 
' 66% (sie Table)" ' 

^ f. hi addition, page 5 should alsQ.be revised ^cordihgly..,- , », 

3; PleaSe feyiii'e the third bullet poiht bn the batk.cover of the visual aid to read: 
“CAe/no/herapry.treatmcnt often requires long term-therapy, and fiicuses on 
prolongirig survival.” Otherwise this statementihisleadin^y implies that the 
“treafinent” is Procrit - ' - ■ , ' 

4. ' . IPl^e revi^ the foii^ bidlet point oh the back cover ofthe visualaid to read:'" AIM 

with PROCRTT - to ophnhze hemoglobin reponse and help Ifyat ahemzd .duimg > ■ 
chemo^erapy.” Otherwise, diis sfatement misleadingly implies fliat aiming with “ 
:„ProcHt helps to provide meanmglui survival during chemotherapy. 

5. Please include on the back cover a revised indication statement from the front cover 
1 ‘‘Prpcrit- For chemother^y induced anemia in patienteyndinonmyeloid 

m^gnahcies.” Othcrwisd, in the content' of the Meaningful SurviyU’-’ claim' and.thh; 
Procrit logo, the back cover still misleadingly iniplies that Procrit will provide 
meaningfiil survival by trsating anemia. 

6. jWe ask that you subrnit another revised visual aid for review before going to itoal 

print .. -1 < ' 
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f^ph Smalling - Page 3 • 


Remed^Draft Profesiiorim.Prmt Advkiisement ' - 

Ple^ delete Hie ‘MEANmGEUE SpRVIVyyL” reviW the ?%fBANiNGFOL 

SUR^^Ai/” and ’’Mak^dll the Dffiwence” elaims„tp read; “Makes a Meaningfa] 

. rSiference” or similar wording. Offieiwise, die ad still Biisleadmgly inqjliMthk 
' tr^tm«itwidiProOTtpinvides‘MBA3'nNGFUL SURVIVAL”. Itisnot'possibletp ’ , 
diakiciafe the Pidcrit logo ohtbe adjacent 'p^e from the “Meaningfiid Survival” claim on, 
die first page. The statement un^er &e “Makes all the Dififeraice” claim^that reads; 
“Recall^ newer chemodiet^y treaibmoit options have improved r^ponse lat^ and may ' , 
extend survival, piowcting' survival that is meohing/h/ has become an im^rtantti:«atment 
goal” is of tod smpi a type size to provide aq adequate* association betwjbii newer' ' 
ch&odiMapy tie^ent options and thk]ar^ tj^ size;‘^dEXNlNlGFjU3fi SIJKViy^” 
'claim.. ' ... * . , . 

Lackof Fair Balance ’ ‘ ' . . »■ . ‘ « 

'1 . For the DTC print ads' and professional promotional labeling and priiit adSj the 

regulations speci:^. that information about risks must include .each Specific side effect > 
and cdntiaih^cation for the product’s approved l^elitig. The regiilations also clatifyv' 
that the terms, “side effects and contraindications” when used in that section include 
' information contained under the sections addressing side effects, warnings, 
-precautions, and contraindications; therefore, please add language fiotp'the 
Precautions sectioii of the package insert, that, “Hypertension, associated .with a 
signiheant increase in hematocrit, has been not^ rarely in cancer patients treated 
- with Procrit. Nevertheless, blood pressure in patioits treats with Prberit should be 
inonitored cegefiiPy, particularly iij patients with an undo'lying history of 
hypertension or cardiovascular disease.” This information is more accurate for the . ^ 
r (Mcer patient : > « , ' ■. . 

1 Please add the following adverse expetiences 'in addition to the adverse expm^ces ' 
of diarrhea and edema even' though' these were'st^stically sigirifica&tN different 
‘‘ betiyeen Procriftreated patients and pl^ebo treated patients;' * * . « 

' , pyrexia (possible DTC wording: feyer), vomiting, ^ortiiess of breath, parestitesia 
(possible DTC wo'rding: an abnormal sensation such as burning, pricking^ 
tickling, or tingling) and upper respiratory infection. 

These advase expctiaices ocputied more hequently witii "Procrit treated patients . 
compared to placebo tinted patients. « 

2. For the TV DTC broadcast ad, the side effects of diarrhea sind .edma are acc^table . 
as the major side effect information since they are the oply two that were statistically 
diflfereiit between patients treated with ProOTt and placebo-treated patiraits. 
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R^h Smallmg— l’8ge4 - * ■ . 

3*. Pl^asp be retnjuided that anj^emenjt 'ofrisk information ne^ to be ill close - , 
^xinuty to. any claim of “pixiYen and ^e”-or "safe and effective” or any vanatiQQs 
' * these claim!. . ' , • ^ ■ ? ' * , . 


» .Wd acknowledge that -ndiai final agreement is reached on these lemtuning issues thd 
OBP wiU revise all Procri.t promotional m^mals that contain fhe sa&e or siniilar cliditts^ 
or pr^ratatibns witlm 90 da^ or at the next printing or taping, whichever com^ first. - 

Wifiiin 10 days of the date of this letter; please notify APLB in Writiag with ^iir ihtot to 
cmnply with t|^ request ' *■ ; • ■ ' • 


i,at. 


• the following addirm^ 

■ , ^ Center for Biologies Evaluation and Research' 

Office of Compliance and Biologies Qualify' 

Division 6f Case Management • . » ' 

. ^ ■ Advertising and Promotional Labelmg Branch, ]HFM-602 

■ ; , r 1401 Rockville Pike' - • 

. / j “ • . Rockville. Mb208Ji2^1448 

We ranind ydu that only written communications are considered officii. 

Sincere]] 



Mary A. Malarkey 
Director . . 

Division of Case Managemrait 

Office ofCbmpliance and Bipldgids Quality ' 

Center for Biofogies Evaluation and Research 


cc: Minnie Baylor-Hajry' R.Ph., J.D. 

Sr. Director, Regulatory Affairs > ' 

Advertising and Promotion Review . 

Ihe R.W. Johii!on Phannaceutical Research histiffite 
.Route 202, P.O. Box 300 • ' ' j 

Raritan. NJ 08869-0602 
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■ Ralph Smaliilig-r Page S, ' > 

- ::** '-f-: : »:■ ;■ j. 

, Fm name; Amgen Inc. 


Lettertype: Untitled ^ ' « 

- ^ c .. ' 

• bcc: 

■ HFM-i02. . 

. HFM-.602 . ■ ' 3 * ^ - 

' HFhfc-99, ^ ■ .3 ^ 

V ■ 3 HBhMg ! • - j 

- ■ . HFM-610 ' . ■ ; • ' 

, hi4i-6i5 ’ 

• HFM-573 ,• • .'I- ^ ' 

« CBroadnax. ; ■ • 

'•s. ‘ G. Byrd'"- . -•* 

' i , APLBXettOTFile 

AFLB Complaint File .. 

■ ' DCCv . -i ■ ■ 

OCtMA - ■ . - 

DCM Clipboard 

* M. Malarifey . • 3 ' 

# ‘'v-- . ■' _ 3.’',.- 

Hirfoiy:" , • _ ^ » “..a, 

^ke(}33y;lj::. Broadnax:,5«0/02; 6/3/02, 7/2^02,37/24/02. 7/29/02 

Comments by:- G; Byrd: ^3/02, 7to/02 - , . ■ , - ' 

»'a)nmiei^by;T.Stifimo;6A 1/02, 7/26^ • • « i ' 

Comments by; M. Malarfcey:,7/29/02. ^ . ( ■ 

FinMiSed by: C. Broadnax: 7/29/02' . . ' ' ' 

Filename: ■ (P102010niP1020l025, P10827003,P10828003,P11001014,‘ . * ' 
P112200dl.Ptl220002.Pni220003) . 

Address: Cbs\5055682^OC\API^\APLB\broadnax5^r<^tVPtocrit,Anthan Ortho FoUbw- 3 
up Response Letter -fin^op' , , ’ • ' 

IS Concurrence box: . * s 

' ■■ 'r' 


MailCodeor 

Office 



MailCode or 
Office 

iName--^ 3' 
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, FYI re the promotional issue we discussed 


Page 1 of 1 


Senger, Jeffrey 

From: Troy, Daniel E. pTroy@Sidl8y.com3 
Sent: Tuesday, February 27, 2007 1 1 :33 AM 

To: Senger, Jeffrey 

Subject: FYI re the promotional Issue we discussed 

A woman named Le^ Walker from Amgen has asked for a meeting with Tom Abrams, Lesley Frank, and Mark Askme 
from DBMAC. They have asked for someone from OCC to be involved. It would be great if you could make sure that 
someone at OCX^ malos sure tlrat people underatand the limits of their authority. I will keep you p^ted about what I hc^. 

Thanks so very much 

Dan 


Sent from my BlaclcBeny Wireless Handheld 

Sldley Austin LLP mail server made the following armotations on 02/27/07, 10:30:22: 


IRS Circular 230 Disclosure: To comply with certain. U.S. Treasury regulations, we in 
that, unless expressly stated otherwise, -any U.S. federal tax advice contained in th 
coiismmication, including attachments, was not intended or written to be used, and ca 
used, by any taxpayer for the purpose of avoiding any penalties that may be iinposed 
tas^payer by the Internal Revenue Service. In addition, if any such tax advice is us 
to by other parties in promoting, marketing or recommending <uiy partnership or other 
investment plan or arrangement, then (i) the advice should be construed as written i 
with the promotion or marketing by others of the transaction's)' or matterCs) address 
.communication eind (ii) Che taxpayer should seek advice based on the taxpayer's parti 
circumstances from an independent tax advisor. 

«*****<**«*•**««***•«'**********«'**«**««*'**********************•*•********«*'*«******** 

This e-mail is sent by a law firm and may contain information that is privileged or 
If you are not the intended recipient, -please delete the e-mail and any attachments 
immediately. 

*4ik*******«*ik****1k*****«***********-****tl’**4*«'k*‘**il*»**'********ik********'******'****'*ft1ir 
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Beckerman, Peter 


From: 

Sent: 

To: 

Cc: 

Subject: 


Senger, Je^ey 

Monday, February 26, 2007 6:41 PM 
Beckerman, Peter 
Bradshaw, Sheldon 
RE: Dan Troy 


Fete, 

Dan just called me, and he was not on the CDER call. He also says tl»t CDER wants a 
warning cm both on-label and off-label indications, even though there is no scientific 
data supporting a problem with on- label use in renal treatment. He claims this goes 
against what Bob Ten^le and Rachel Behrman have been saying regarding the physician 
labeling rule.' Do you know anything about this? 

Thanks, 

Jeff 


Original Message - 

From: Beckerman, Peter 

.Senti. Monday. Fcbguary:-2.6,.., .2007 

To; Senger, Jeffrey 
Cc: Bradshaw, Sheldon 
Subject: RE: Dan Troy 

Sure --Do either of you know if Dan was on the call? 
-Pete 


Original Message 

From: Senger, Jeffrey 

Sent; Monday, , February 26, 2007 12:53 PM ' ' ' 

To: Beckerman, Peter 
Cc: Bradshaw, Sheldon 
Subject: RE: Dan Troy 

Fete -- here is' Sheldon's response. Can someone make a clarifying call? 

Thanks , 

Jeff 

cc: Sheldon 

-----Original Message 

From: Bradshaw, Sheldon 

Sent: Monday, February 26, 2007 12:49 ^ 

To: Senger, Jeffrey 
Subject: RE: Dan Troy 

X don't think a writing is necessary, but if someone on the call thought they beard an 
order, X don't think it would hurt to singly place a call to that individual clarifying 
that it was a r'eguest. t> 

-----Original Mesaage----- 

From: Senger, Jeffrey ^ 

Sent; Monday, February 26, 2007 12:34 PM 
To : Bradshaw, Sheldon 

S\:bject: FW: Dan Troy 5 

Here's Pete's response. He talked with Hark Askine of DDMAC, who was also on the call, 
who said Pazdur did not phrase it as an order. Let me know if/how you would like me to 
follow up. 

Jeff 


-----Original Message-- 
From: Beckerman, Peter 


1 
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Sent; Itonday, February 26, 2007 11j31 AM 
To: Senger, Jeffrey 
Subject: RE: Dan Troy 

I believe it was oral -- and for what its worth, Mark Askine did not report hearing this 
as an order . Dcui well knows what the limits of FDA ' s authority are , and for what its 
worth, I don't think much is to be gained requiring a writing that highlights those 
limits. 

Original Message 

From: Senger, Jeffrey 

Sent: Monday, February 26, 200? 11:30 AM 
To: Beckerman, Peter 
Subject: Fw; Dan Troy 

Here's Sheldon's followup -- thoughts? 


Original Message 

From: Bradshaw, Sheldon 

To; Senger, Jeffrey 

Sent: Mon Feb 26 11:08:16 2007' 

Subject; RE: Dan Troy 

Was Rick's original statement in writing or did he make it orally? Given the confusion, 
he should probaibly issue a clarification. 


Frcxn: Senger, Jeffrey 

Sent; Monday, February 26, 2007 11:02 AM 
To: Bradshaw, Sheldon 

Subject; FWj Dan Troy 

Here ' s Pete ' s response s 


From: Beckerman, Peter 

Sent: Monday, February 26, 2007 10:57 AM 
To; Senger, Jeffrey 
Subject; RE: Dan Troy 

Z don't, Jeff. -- z haven't spoken to Rick, having gotten my information from Mark 
Askine,' the DCVAC representative who was on the call. As Z mentioned, I spoke to Michael 
Petty, from Amgen, and he was satisfied with that — he didn't request any clarification 
from Pazdur, so Z doubt that there is any intent to issue any such clarification. 

>Pete 


Prom: Senger, Jeffrey 

Sent: Monday, February 26, 2007 9:46 AM 
To: Beckerman, Peter 

Subject: FWs Dan Troy 

Hi , Pete . you have any info on Sheldon ' s question? 

Thanks, 

Jeff 


From: Bradshaw, Sheldon 

Sent: Monday, February 26, 2007 9:31 AN 
To: Senger, Jeffrey 

Sxibject: RE: Deui Troy 

Was Rick going to clarify that this was only a request, not an order? 


Senger, Jeffrey 
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Sent: Friday, February 23, 2007 6:42 PM 
To: Bradshaw, SheXdon- 

Sxjbject: Dan Troy 

Hi, Sheldon. Just after 1 talked with you, Pete Beckerman came into my office 
and gave me the wlu^le story on this. Ihe person who made the call was Rick Pazdur, the 
head of the Office of Oncology Drug Products, but Dan and others may have misunderstood 
what he said (or at least what he meant to say, which waa that this was only a request, 
not an order) . The dispute is over the wording of a new black box warning following scmie 
safety studies, and it sounds like ODER is working on it es^editiously. I called Dan and 
left a message, but he hasn't called back yet. 1 can tell you more next week if you like. 
Jeff 
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Ray, Seth 

From: Ray, Seth 

Sent: .Wednesday, June 20, 2007 10:D4' AM . 

To: Bradshaw, Sheldon: Raza, Mark 

Cc; ... Ray, Seth. 

Subject:': ■ - ■ v'- 

Attachments: EPOWaysand MeansQandA.doc 


I would make two changes to the firet Q & A: {1)Forclai%fStthe end of the question, I would Insert "in cancer 
patients"? (2) In the answer, I would delete clause (2) ("the fact that there was certain Information concerning 
weakness/fatigue already in the product's labeling"). As Markand J discovered yesterday, the quality of life (QOL) 
information in the Clinical Experience section of fae. Procrit PI oii.fy applies to the renal failure indication. [In fact, CBER 
turned dovyn Amgens’s supplements to add QOL claims, regardihg the cancer/chemofaerapy indication.] in addition, a Q & 
A prepared by CBER makes a strong case fa'at; because'ofmarked differences in the nature of the rerial .failure and 
cancer/chemotherapy anemia indicatlonS('it is not reasonable to, infer Impu’oved QOL frorh one indication to another. [FYi- 
There was broad QOL infoimation in the patient labeiing for Rroclit,. but it was not added until 5 years after the CBER letter 
was sent.] 

Seth . 


From; Raza, Mark 

Sent: Tuesday, June,19, 2007'S:02 PM : • - . 

•Toj-m'-.'-*- . •' Ray,S^ 4^. ..i -J..; ^ , • • . 

Subject: RE: Pfe^ remlrid me when CBER' products (EPO) were transfefredbJ CDER. ThankS; 

Sheldon gave me some genera! comments verbally. I tried to incoipprate them. I stop by to briefly discuss wifri you. 



EPOWaysand 
>ansQandA.doc (32 

■ y\ Ml Oiju-i s ’l JiuScvv.o i.>. •vU'cii,' llUi-cSUSt' :JT .fiy..,! . .'S i< i-i< K t'M*'."’ > • ■ 


From: Ray, Seth ' 

Sent: Tuesday; June 19, 2007 -3:46 RM •' 

Tot Raza, Mark 

Subject: 1^: Please remind me when CBER producb (EPO) were transferred to CDER. Thanks 



Great, thanks. 


From: Raza, Mark - - 

Sent Tuesday, Jjjne 19/2007 2:18 PM-. -'. • • ; 

Subje^ RE: Wease- remind me when CBER products (ETO) were transferred to-OJER. Thanks 

Importance: High 

Seth * Sheldon gave me verbal comments on my draft OS and As. I -will revise and provide to you. 


From: Ray, Setfi ' 

Sent: Tuesday, June 19, 200711:34 AM 

To: Raza, Mark 

Subject: . PieaM remind nw when CBER products (EP0)-were transferr^ to CDER. ThahkS ■ 

thanks 


Raza, Mark 

Tuesday, June 19, 2007 11:32 AM 
Ray, Seth 

1 


-•rom: 

Sent: 

To: 
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Comprehension of Prescription Drug Information: 
Overview of A Research Program 

Ruth S. Day 

Duke Univmity 

Box 90085, Duriiam, NC 27708-0085 
ru0iday@di^.edu 


Abstract 

Both patients and healthcare professionals must vmderstand 
information about prescription drugs to help them use 
medications in a safe and effective manner. However drug 
information materials can be difficult to understand - they can be 
long, detailed, technical, and complex. Comprehension problems 
can ino-ease Ae chances Oiat ineffective treatment or medication 
errors will occur. This paper presents an overview of a large- 
scale research propam on how people undemand drug 
information, especially benefits and risks. It describes basic 
cognitive principles used to evaluate drug infonmtion and shows 
ways to make it easier to understand and use. Two key concepts 
underlie diis work, cognidve accessibility and attemadve 
representations. They are described and illustrated with ^mple 
exfwriments on comprehension of pharmacy leaflets, TV ads, 
medication schedules, and side effects. 


Basic Problem 

Both patients and healthcare professionals must understand 
information about preschptiott drugs to help them use 
medications in a safe and effective manner. However 
infonnation for a given drug can be difficult to understand 
- it can be long, detailed, technical, and con^lex. For 
ei^mpie, the “professional labeling" for a prescription 
drug, the key document in approval by the Fo<^ and Drug 
Admmistration (FDA), has multiple pages of detailed 
informatiem such as indications and usage, dosage and 
admiotetration, warnings, precautions, contraindications, 
adverse reactions, use in special populations, clinical 
pharmacology, and drug interactions. 

Drug infonnation documents designed for patients such as 
pharmacy leaflets (also known as consumer medical 
information, or CMI) are generally shorter, less detailed, 
and less technical. Nevertheless they are often difficult to 
understand, remember, and use as well. 

Inadequate corrqjrehension by ,both professionals and 
patients can increase the choices feat ineffective treatment 
or medication errors will occur. Especially important is 
information about the potential benefits and risks of drugs. 


For example, a physician must determine whether fee 
benefits of a drug outweigh its risks for a specific patient in 
order to make an sqjpropriate prescribing dec^ion. Patients 
must know somet^g about possible side effects, so they 
can make an informed decision about treatment, monitor 
for possible side effects, and take appropriate action if any 
occur (such as seeking immediate medical attention vs. just 
waiting for them to resolve). 

To what extent do people imderstand both the benefits and 
risks of prescription drugs? Our research shows that they 
understand benefits much better than risks. Varioirs factors 
may contribute to feis discrepancy, such as fee nature of 
risk information itself (its coirq)lex and technical nabire) or 
possible emotional reactions (fear of negative healfe 
outcomes). However this research examines fee “cognitive 
accessibility" of drug information - fee ease wife which 
people can find, understand, remember, and use it [!]. The 
ultimate goal is to use the information in an accurate, safe, 
and effective manner. Without good con^rehension of the 
information this goal can be difficult at best 

Of particular interest is bow information about drug 
benefits vs. risks is provided. Are feey in “fair balance?” 
TbaX b, are they provided in equally accessible ways? 
Therefore we examine various aspects of existing drug 
infonnation materials (Original Displays) feat can facilitate 
or inhibit cognitive accessibility. >^en we find problems, 
we redesign part or all of fee materials to increase 
cognitive accessibility (Enhanced Displays). Then we test 
comprehension of both displays in laboratory experiments. 
We use the “alternative rqiresentations” approach [2] in 
this work, retaining the same information in both displa>^ 
but providing it in different ways, as described more fully 
below. 

Some basic cognitive principles underlie this research. 
They are described briefly below and are illustrated by an 
experiment on coitqjrehension of pharmacy leaflets. The 
key concepts of cognitive accessibility and alternative 
representations are also described, wife san:q)!e 
experiments on conq>rehension of TV ads, medication 
schedules, and side e:^ts. Although the research program 


Proceedings of the American Association for Artificial bitelligence. 
Argumentation for Consumer Healthcare. 2006. Coj^ght © 2006 
(www.aaai.orgi . All ri^ts reserved. 
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studies both professioiuls and patients and over-the- 
counter (OTC) drugs as well as prescription (Rx) drugs, the 
focus of diis paper is on patient comprehension of Rx 
drugs. 

Research Approach 
Sources of Drug Information 

We examine a wide variety of infoimation sources for 
drugs. Consumer-oriented materials include pharmacy 
leafleft, patient package inserts, Medication Guides 
(required for drugs with serious risks) and direct-to- 
consumer (DTC) advertising including TV ads, magazine 
ads, and product websites. Otiier materials are intended for 
healthcare professionals such as the professional labeling 
(often reprinted in the Physicians Desk Reference)^ 
con^endium manuals such as Drug Facts and 
Comparisons and USP Drug Information, and various drug 
safety alerts such as the Dear Healthcare Professional 
letter. We examine the same types of information across all 
these sources, especially benefits vs. risks. 

Research Phases 

Cognitive Analysis Phase. First we analyze existing 
information (Original Display) for a given dmg in terms of 
basic cognitive principles such as information load, 
chunking, coding, location, and form of representation, as 
described below. For example, we generate quantitative 
measures for various cognitive factors in a pharmacy 
leaflet, then calculate the cognitive accessibility of the 
entire document as well as for specific content such as 
benefits and risks. 

Enhanced Display Phase. Next we redesign the 
information to enhance its cognitive accessibility as 
needed, based on cognitive principles (Enhanced Display). 
For example we might display a given section in an 
alternative format, reorder some information, or introduce 
contrasting fonts to demarcate various sections. However 
we do ngt change the information itself - we just make it 
more cognitively accessible. 

Cognitive Experiment Phase. Finally we perfonn 
experiments to test the effecte of the Original Display vs. 
the Enhanced Display on various cognitive processes 
including attention, comprehension, memory, problem 
solving, and decision making. T 3 pically we use a Study- 
Test paradigm, where people study a document or video, 
then participate in standard or novel experiment paradigms 
such as search-and-fmd, free report, and scenario tasks. 
Sometimes we use multiple tasks to assess types of 
knowledge for important content domains, such as risks. 


Research Participants 

Participants vary widely in age (18-80), education (6* 
grade education through postdoctoral training), health 
status (healthy nonpatients vs. patients with a specific 
health condition), knowledge about medical and 
pharmaceutical information (laypersons vs. professionals), 
economic levels, and work experience. For example, some 
am literate young adults with only a layperson’s 
knowledge about health treatments and no serious health 
conditions while others are community-dwelling adults 
who are currently taking a specific drug to treat a 
diagnosed health condition. Patients with specific health 
conditions should be especially motivated to understand 
the benefits and risks of the drug they are currently taking. 
However we find that the same general patterns of results 
occur when testing patients on their own drug vs. an 
unrelated one and for patients vs. nonpatients. 

Professionals in this research include physicians, 
pharmacists, and others who possess considerable 
knowledge about prescription drags. As expected they 
perform better overall, yet still show the same general 
patterns - better on some types of information than othcK, 
with similar types of errors. Despite their knowledge and 
expertise, they are still affected by the same cognitive 
accessibility factors. 

Basic Cognitive Principles 

To examine the cognitive accessibility of any drag 
information source, we begin by observing die extent to 
which it uses well-known cognitive principles in an 
effective manner. For example, people generally have 
more difficulty processing passive sentences than active 
ones [3], so we count the percentage of sentences in 
passive vs. active voice; a high score indicates lower 
cognitive accessibility. Although there are sometimes 
disagreements about why a given phenomenon occurs, the 
findings are robust and have stood die test of time - in 
some cases for over a half century. Below are just a few of 
die basic cognitive phenomena and principles used in th^ 
research. They are described here briefly, with more details 
and background information provided elsewhere [4]. 

Experimental vs. Natoralisttc Materials 
Many basic cognitive phenmnena and principles are very 
robust - they are highly replicable, have stood the test of 
time (sometimes for over a half century), and occur across 
nwny experiment conditions. Investigators typically use 
highly restricted test materials to examine these classic 
phenomena such as numbers, words, objects, or simple 
sentences. Some use more complex materials such as 
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descriptive paragraphs or narratives, but they are still 
generated in the lab and are tightly controlled to test 
specific factois or theoretical consliucts. 

In conttast, the drug information research reported here 
begins with very complex materials that are already being 
used in the real world (Original Displays). It evaluates 
tiieir accessibility using cognitive principles and tests diem 
as-is in the laboratory, even though they are not as tightly 
controlled as standard laboratory materials. Subsequent 
experiments isolate specific sections or features of the 
Original Displays and vary diem systematically widi 
Enhanced Displays to test cognitive principles. 

Information Load and Cognitive Load 
Too much information can overload people so that they do 
not “get” much of it or even stop trying to do so. This is 
especially so if it is technical in nature, such as information 
about prescription drugs. How much is “too much” 
information? It is tempting to try to answer this question 
in terms of information load, such as the number of words 
or pages in a print or spoken communication. However it 
is not information load per se that is important, but instead 
cognitive load. 

Cognitive load as used here refers to mental effort, such as 
the number of mental operations required for a task and 
dieir difficulty (for applications to instructional design see 
[5]). A heavy cognitive load can make information harder 
to understand, remember, and use. We can lighten 
cognitive load by using cognitive principles to enhance the 
accessibility of the information. Thus a longer document 
(heavy information load) with high cognitive accessibility 
indicators can be easier to process that a shorter one with 
low cognitive accessibility. 

Clusters, Categories, and Organization 
Clustering involves keeping like-infonnation together. 
When people see word lists with items from several 
semantic categories (such as vegetables, professions, 
furniture) but in random order, they tend to recall items 
from die same category together even though they occurred 
randomly throughout the list [6]. In general, people do 
better with information already organized into semantic 
categories; for a review of some classic findings, see [7]. 

Chunking 

Chunking involves separating a packet of information from 
nearby information, eitiier in space (visual information) or 
time (auditory) [8]. Chunking of information can improve 
memory and other cognitive functions. For example, a list 
of digits such as 854326197 will be harder to remember 
than die same digits chunked as 854-326-197. 


Coding 

Once a given packet of information has been formed and 
chunked, it is often helpful to give it a brief descriptive 
name. Naming helps people encode die information, 
understand it, store it, and retrieve it later. Linguistic 
codes can be especially useful if used in an effective 
manner. For example, “side effects” is a good name for 
unwanted events such as dizziness and nausea, rather than 
“problems” which could refer to problems with side 
effects, dosing, existing health conditions, or die 
concomitant use of other drugs. 

An apprr^riate code can depend on the knowledge and 
experience of the user. Fot exan^ile, a section might be 
called “side effects” in a patient leaflet and “adverse 
evente” in a professional document A bad code - or none 
at all - can mean that users miss the information when 
viewing it and/or lose it shortly thereafter. 

Location (Order Effects) 

When given a list of items, people generally recall the 
items at the beginning and ends of the list best and have 
trouble with ones in die middle. This classic “serial 
position effect" is a very robust phenomenon and has been 
replicated many times (for example, see [9)). Although 
iofonnation in the middle of a s^es is Usually not retained 
well, this effect can be ameliorated or reversed by 
enhancing it in some way, such as presenting it in a 
different color [10]. 

Lingnistic Complexity 

Many options for linguistic expression have cognitive 
consequences. In general, sentences that are more 
grammatically con^lex, have more propositions (idea 
units), and more unfamiliar words are harder to understand 
and remember. We analyze various linguistic parameters 
of written and spoken language about prescription drugs. 
Some of these measures are difficult and time-consuming 
to obtain such as propositional analyses [11], so we also 
include very simple measures that are easy to obtain, 
correlate widi more sophisticated measures, and can serve 
as a quick proxy for comprehensibility [12]. 

Experiment 1 - Basic Cognitive Processes: 
Pharmacy Leaflets 

Some of our research on pharmacy leaflet [13] illustrates 
the effects of several basic cognitive principles on 
comprehension and memory for drug information. 
Participants were community-dwelling adult patients 
already taking a specific drug for hormone replacement 
(Premaiin) or heart conditions (Zestril). They studied tiie 
leaflet for their own drug, then participated in multiple 
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experiments to test all types of information in the leaflet, irr^rtant, locate it at the top of the section. If it must be 

such as indications (what the drug is used for), precautions, located elsewhere (such as a boxed warning or precautions 

dosage and administration, side effects, and pictograim. section), repeat it in its own section as well. All of these 

The leaflets were generally good in overall design, practices can facilitate comprehension, memory, and the 

legibility, and readability. ability to find tlie information again later. 

One of the experiments in tliis study examined patient 
knowledge of possible side effects for one of the drags. 

The basic Premarin leaflet contained 36 side effects. Most 
w-ere given in the “side effects” section but some were in 
the “precautions” section. When asked to report side 
effects provided throughout the entire leaflet, most 
participants were unable to report any from the precautions 
section as shown in Figure 1. Furthermore., perfonnance 
on items located at tlie beginning, middle, and end of the 
side effects section showed the classic serial position 
effect. Additional testing of information in the 
“precautions” sections showed that patients did not 
understand this term well, 'fhus clustering, chunking, 
coding, and serial order practices in the leaflet design 
affected participants’ knowledge of the drag’s side effects. 


Analysis of drag information materials provides cognitive 
accessibility indicators, as described above. However it is 
not until we test materials directly for comprehension, 
memory, problem solving, and/or other cognitive processes 
that we have direct evidence about their cognitive 
accessibility. Nevertheless as findings accumulate, we can 
make highly accurate predictions about the cognitive 
consequences of specific materials just from the 
accessibility indicators themselves. 

Cognitive Accessibility of Rx Drug TV Ads 

Direct-to-consumer (Dl'C) advertising of prescription 
drugs began in earnest in 1997, after a brief previous trial 
and considerable debate about possible advantages and 
disadvantages. Previously, drug advertising appeared only 
in medical journals and other professional materials. 
On a random basis, half the patients were not allowed to Prescription drug promotion now appears in TV ads, 

see their leaflets during testing (Display-Absent Condition) magazines, radio, and on the internet (e.g., drug company 

while the rest were allowed to consult it at any time during websites). A major concern is whether consumers 

the testing phase (Display-Present Condition). The same understand the potential risks as well as benefits from these 

pattern of results occurred in both conditions, so they w'ere materials. In order to study this problem, we developed a 

not simply memory effects. Thus leaflet features also large-scale research program on DTC advertising across 

affected the ability to search-and-find information when media (TV, magazines, interact). Below is a sample study 

asked for it and to understand it, on TV ads. 

These results hold implications for the design of drug Materials: TV Ads 

information documents. For example, the location of all We have collected drug TV ads since the year 2000 by 

information must be considered. If there is a well chunked recording several hours of television a day then extracting 

and coded section (such as “side effects”), put all that whatever ads appeared. Thus we have not selected them 

information in the chunk. If a subset is especially for any particular health condition or other factors. We 



Cognitive Accessibility 

Cognitive accessibility is die ease with which people can 
find, understand, remember, and use information [1]. In 
the prescription drug setting, the ultimate goals for both 
healthcare providers and patients are behavioral. 
Physicians must prescribe appropriate drags and doses for 
specific patients and evaluate outcomes accurately, 
including adverse events. Patients must take a given drug 
in a safe and effective manner and take appropriate action 
if side effects occur. Bolli want to achieve as positive a 
health outcome as possible. However without sufficient 
understanding of drag information, such outcomes can be 
compromised or even prevented. 
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identify the benefit and risk portions of each ad, perform 
cognitive accessibility analyses of them, compute cognitive 
accessibility indices, then compare each ad's treatment of 
benefits vs. risks. We extract information aboirt many 
factors, such as the amount and duration of information for 
benefits vs. risks and language complexity. An exair^Ie of 
one type of measure is presented below. 

Readability Analysis 

We transcribe all spoken information during an ad, bodi 
from characters who appear on the screen and from any 
unseen narrator. We then isolate the language used for 
benefits vs. risks. To evaluate the comprehensibility of the 
spoken information, we perform a propositiona! analyses 
(e.g., count the number of basic idea units in each 
sentence), grammatical complexity analyses, and various 
semantic analyses. 

We also compute a readability index. “Readability” is not 
the same thing as “comprehensibility.” Readability indices 
are generally based on just two factors - word familiarity 
(frequency of usage in the language) and sentence length 
(number of -words per sentence). They are very simple 
measures, but easy to compute and are correlated with 
more sophisticated measures, so we use them as a quick 
proxy for comprehensibility [12]. A readability score 
basically shows what reading grade level a person would 
need to understand some linguistic information. Ordinarily 
it is used for written language, but can also be applied to 
spoken language. 

In one study [14], we obtained readability scores for 29 Rx 
drug TV ads, using the Flesch-Kincaid readability index 
[15]. The drags were used to treat a variety of indications 
such as treatment for respiratory allergies, insomnia, 
arthritis, asthma, migraine, foot fungus, cholesterol 
reduction, weight loss, birth control, eye irritation, social 
anxiety disorder, gastric conditions, chemotherapy 
reactions, flu, and depression. 

The average readability scorCvS were higher for side effects 
than for benefits, as shown in Figure 2. This means that an 
individual would need only about a 6 ^ grade reading level 
to understand the benefits in these ads, but a 9*** grade level 
for side effects - three grade levels higher. Most individual 
drug ads showed this same pattern, with the most extreme 
case requiring eight additional grade levels to understand 
its side effects relative to benefits. 


Experiment 2 - Cognitive Accessibility of 
Benefits vs. Risks in TV Ads 

To w'hat extent do people understand and remember 
information about botti benefits and risks in Rx drug TV 



Figure 2 - Readability grade levels of benefits vs. 
side effects in 29 prescription drug TV ads. 


ads? To study this question, we conduct laboratory 
experiments where people view one or more ad then 
participate in a battery of cognitive experiments. One type 
of experiment simply asks them to report the benefits and 
side effects in the ad. Results from one experiment [17] 
with three drags (Paxil, Nasonex, Orthotricyclen) are 
shown in Figure 3. These results are consistent across 
many experiments - people are about 80% correct on 
benefits and only about 20% correct on side effects. 



Figure 3 - Percentage correct benefits vs. side effects 
in an experiment on tliree prescription drug TV ads. 


There are inevitable confoimds in experiments using 
naturalistic materials such as the Original Displays of drug 
information. For example, existing drug ads generally 
have more side effects than benefits, so the results shown 
in Figure 3 could be based at least in part on differences in 
information load. How'ever performance was comparable 
when the number of side effects was only three for a given 
drug (well within the limits of short-term memory) or as 
many as nine (at or beyond the limits of short-term 
memor>'). Therefore different treatment of benefits vs. 
risks in the ads contributed to the effect. One of the factors 
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involved was the readability of spoken text, although are 
others [14, 16]. 

To study the effects of cognitive accessibility in a more 
controlled and systematic manner, we also produce our 
own TV ads for hypothetical drugs. These ads (Enhanced 
Displays) enable us to control for confounding factors such 
as the number of benefits vs. risks and test systematically 
for the effects of other factors. 


Alternative Representations 

All information can be represented in alternative ways, 
such as text, lists, and matrices. Each form of 
representation has cognitive consequences - it can affect 
cognitive processes such as attention, memory, 
comprehension, problem solving, and decision making. 
Externa! representations in hardcopy, electronic, or other 
means can help shape the mental representation that people 
develop for a given set of information. 

The alternative representations approach [2] takes a given 
set of information, displays it in alternative formats, then 
tests for effects on various cognitive processes. No one 
representation is generally “best.” Instead each type may 
work better for some tasks than others (e.g., search-and- 
find tasks vs. comprehension tasks) or may facilitate or 
impede processing of some aspecte of the information. 
Therefore when people have difficulty understanding and 
using information, the problem may not stem entirely from 
the nature of the information itself or characteristics of the 
individual (such as education or motivation). Instead the 
way the information is displayed may be at least partly 
responsible, as shown next for medication schedules. 


Experiment 3 - Alternative Representations of 
Medication Schedules 

Some patients take multiple prescription drugs, a siuiation 
known as polypharmacy. This practice is especially 
prevalent among older adults. Taking as many as a dozen 
drugs is not uncommon and some take even more. With so 
many drugs, medication errors become more likely. For 
example, patients may forget to take some pills, t^e too 
many, or fail to follow restrictions such as taking some 
with food. Patient medication errors can impede treatment, 
cause complications, and can lead to hospitalization, 
increased healthcare expenditures, and even death. 

Why do people have difficulty taking their medications? 
Often the blame is placed on the patients diemselves - 
perhaps diey lack knowledge, education, raotivatiem, or 


sufficient financial resources, or have cognitive deficits. 
However the way medication instructions are provided 
iMy be at least part of the problem. 

Materials 

Figure 4 shows a medication schedule written by a 
physician and given to a patient with several health 
conditions [2]. It is displayed in the commonly used List 
Format, with the name of each drug and its instractions 
written on separate lines. This patient had trouble 
remembering what pills to take, when to take them, and 
whether he had already taken them. 


List 

InderaJ - 1 tablet 3 times a day 
Lanoxin - 1 tablet every a.m. 

Carafate - 1 tablet before meals and at bedtime 
Zantac - 1 tablet every 12 hours (twice a day) 
Quinaglute - 1 tablet 4 times a day 
Coumadin - 1 tablet a day 

Figure 4 - Medication schedule for an actual 
patient. It is displayed in the List Format, 
exactly as written by his physician. 

The same medication schedule is reconfigured into the 
Matrix Format in Figure 5, wifti die name of die dmg along 
the side, time zones along the top, and checkmarks to 
indicate when to take each pill. When given the Matrix 
Format (with the permission of die physician), this patient 
made no further medication errors. 
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Figure 5 - Matrix representations for the same 
medication schedule shown in Figure 4. 

The Matrix solved the conrqjliance problem for this patient 
in the setting of his everyday life. To examine these 
alternative representations for medication schedules more 
systematically, a laboratory experiment was performed [2]. 
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Procedure 

During the Study Phase, nonpatient young adults studied 
the medication schedule shown above. On a random bas^, 
half saw die List Format and half saw the Matrix. They 
were told that they would see some medication instructions 
from a doctor to a patient who had been seriously ill, to 
envision dien^elves as this patient, and to study the 
instructions carefully so that they would be able to follow 
the doctor’s orders perfectly. 

During the test phase, participants were again asked to 
envision themselves as the patient taking the medications 
they had just studied and answered a series of questions. 
Some of the questions were factual in nature, such as 
“How many Quinaglute should you take per day?” Others 
were inferential and required participants to go beyond the 
explicit information given such as the scenario question, 
“If you leave home in the afternoon and will not be back 
until breakfast time the next day, how many Inderal should 
you take along?” 

Participants were assigned randomly to one of two test 
conditions. For participants in the Display-Absent 
condition, the study displays were removed, so diey had to 
rely entirely on memory to answer the questions. For those 
in die Display-Present condition, they kept the same 
display they had studied and could refer to it throughout 
the test phase. Thus the experiment used a 2x2 design, widi 
representation (List, Matrix) and test condition (Display- 
Absent, Display-Present) as the factors and different 
participants in each of the four resulting groups. 

Results and Discussion 

Participants who viewed the Matrix perforaied better than 
those who viewed the List, as shown in Figure 5. This 
effect was pronounced for inferential questions, which 
were more difficult than factual questions. Not 
surprisingly, performance was worse when participants 
could not consult the displays during the test phase 
(Display-Absent), since they had to rely entirely on 
memory to answer the questions. These participants had 
no memory load at all - they just had to comprehend and 
fmd the.injfonnation before them. Nevertheless those who 
used the List performed worse than the Matrix group even 
when the display was right in front of them, suggesting that 
this format can impede search and comprehension as well 
as memory. 



Figure 5 - Performance of participants who used the 
List or Matrix format, when the display was 
Absent (0) or Present (+) during testing, for factual 
vs. inferential test questions. 

Curiously, having the List present during testing 
sometimes provided no benefit. Figure 6 shows results for 
an inferential question involving a real-world scenario 
(how many pills to take on a trip given time of departure 
from home and return later). Although not significant, die 
downward slope of the list line (from Display-Absent to 
Display-Present) suggests that being able to view the List 
may have made matters woree. The possibility that some 
types of displays are better read and ignored later must be 
confirmed in future testing with more scenario questions. 


Scenario Question 



Figure 6 - Performance of participants in the same 
conditions as shown in Figure 5, for a real-world 
scenario question. 


“Best” Representation. Overall die Matrix was superior 
to the List for the medication schedule. However the List 
was still useful in answering factual questions and may be 
satisfactory for other tasks not tested here, such as 
remembering the names of the drugs. Thus when we ask 
which form of representation is “best,” we must also ask 
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“best for what?” The relative success of representational 
formats may vary depending on the nature of the cognitive 
task and/or action to be performed. This principle is 
central to the alternative representations approach [2]. 

Alternative Representations of Side Effects 

The overall format used to display side effects can affect 
how easily people can understand them, remember them, 
and know what actions to take if they occur. Below are 
some alternative representetions for the same set of side 
effects for a hypothetical drag. The example is used to 
illustrate just some of the possible ways to display side 
effects. Results from laboratory experiments on these and 
other alternative displays are provided in [17]. 

Paragraph Format 

A typical way to represent side effects is in paragraph 
form, which is widely used in both patient and professional 
information sources. Even within this traditional format, 
there are alternative versions, as shown in Figure 7. The 
Plain Paragraph just strings out the side effects, without 
categorizing them in any way. It also introduces diem with 
the neutral term “include” that provides no information 
about their severity or likelihood of occurrence. 

The Categorized Paragraph chunks and codes side effects 
using the severity terms “dangerous,” “worrisorhe,” and 
“mild." They could also be categorized by frequency 
terms such as “more common,” “less common,” and 
“rare.” {Note: the use of the severity and frequency terms 
in this example is not a recommendation that they “should” 
be used; for research on how people perceive these and 
other terms, see [18, 19]). Although the Categorized 
Paragraph adds descriptor terms and syntactic structures to 
cluster subsets of side effects together, it still looks like the 
Plain Paragraph. It does not provide distinctive visual cues 
for the semantic categories it provides. Additional 
enhancements could do so, such as underlining the 
descriptor terms. 

Plain Paragraph 

Possible side effects include chest pain, slurred 
speech, seizure, anxiety, joint pain, weakness, dry 
mniith. headache, and nausea. 

Cateaorized Paragraph 

Possible dangerous side effects include chest 
pain, slurred speech, and seizure. Some are 
worrisome such as anxiety, joint pain, and 
weakness while others are generally mild such as 
dry mouth, headache, and nausea. 

Figure 7 - Alternative versions of the Paragraph 
Format for representing the same side effecte. 


List Format 

The same set of side effects is also shown in the List 
Fmmat (Figure 8). The Plain List makes it easier to see 
about how many side effects diere are overall. This is 
useful information for comparing side effect profiles across 
drags and for knowing about how many to watch for 
during die course of treatment. It may also facilitate 
remembering which side effects are possible. 

The Chunked List goes beyond just categorizing the side 
effects by severity (as in the Categorized Paragraph), since 
it also separates the severity groups with blankspace. This 
particular version also makes the descriptor terms more 
visually distinctive (different font style, larger font size, 
bolded, underlined). 


Plain List 

Chunked List 

—chest pain 

Danaerous 

—slurred speech 

—chest pain 

—seizure 

-slurred speech 

—anxiety 

-seizure 

—joint pain 

Worrisome 

—weakness 

-anxiety 

—dry mouth 

-joint pain 

—headache 

-weakness 

—nausea 

Mild 

—dry mouth 
-headache 
-nausea 


Figure 8 - Alternative versions of the Paragraph 
Format for representing die same side effects. 


Line Format 

Linear order diagrams show how items vary along a single 
dimension such as severity or frequency. One type of 
linear diagram is the simple Line Format as shown in 
Figure 9. It emphasizes various aspects of the infoimation 
including the similarities and differences in severity among 
items; the relative mrniber of items in each chunk; and the 
degree of severity for each set chunk. It also can reduce 
the number of category names needed to just the high and 
low anchor points. 
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Figure 9 - Line Fonmt for representing the 
severity (or frequency) of side effects. 
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Arrow Format 

The Arrow Format also provides linear order, as shown in 
Figure 10. The arrow emphasizes the increasing 
magnitude of severity and directs attention to the most 
severe side effects. Other optional enhancements include 
larger bold charactere for the most severe items and 
smaller italicized characters for the mild ones (such 
enhancements can be used in other formats as well). The 
anchor points can be either linguistic as shown for the Line 
Format in Figure 9, or pictorial as shown for the Arrow. 


© 

Arrow 


dry mouth 
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chest ^in 

headache 

joint pain 

tingling 

nausea 

weakness 

seizure 


Figure 10 - Arrow Format for representing the 
severity (or frequency) of side effects. 


Pictograms can add interest and might help people with 
lower literacy levels. However, comprehension testing is 
essential before using them. Even well known symbols 
can be nusinterpreted. For exair^le, when we showed a 
standard pictogram with a pregnant woman and a question 
mark intended to mean “Are you pregnant...?” participants 
gave multiple interpretations including, “She’s wondering 
whether to tell her boyfriend” [13]. 

Matrix Format 

Two major dimension underlie side effects - severity and 
frequency of occurrence. The Matrix Format displays both 
types of information, as shown in Figure II. For 
simplicity, only two semantic categories are displayed for 
each dimension. Note that the descriptor terms for eacfi 
dimension are just examples; for cautions about using 
specific severity and frequency terms, see [18].) An 
advantage of the Matrix is ftat it can show empty cells - in 
this case, showing that dangerous side effects are rare. 


Matrix 
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dry mouth 
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Figure 1 1 ~ Matrix Format for representing both 
severity and frequency of side effects. 


Other Formats 

We have developed and tested other types of formats for 
representing side effects, in addition to those shown here. 
All have advantages over the Plain Paragraph, although 
scrnie are better than others. The percentage increase in 
performance from Original to Enhanced Displays can be 
dramatic - from 80% to 800% in some cases [17]. 


General Discussion and Implications 

Cognitive Accessibility 

Experiments using Original Displays of dmg information 
show that poor cognitive accessibility of information is a 
major contributor to poor comprehension. Also, 
performance on risks is significantly worse across a wide 
range of materials and cognitive tasks. The problem is not 
simply that people find risks “scary,” since when we repeat 
experiments with the same risks using Enhanced Displays, 
performance improves, often dramatically. 

Cognitive accessibility must be considered for all types of 
drug information, especially risks. Otherwise materials 
may meet regulatory and legal criteria for “providing” risk 
infoimation, yet fail to communicate it. Therefore this 
work reveals an important principle: 

Information can be physically present 

yet functionally absent. 


Alternative Representations 
An unlimited number of alternative representations can be 
generated. However “fixing” one problem with a new 
design may make something else worse. Therefore it is 
important to design new representations based on cognitive 
principles and evaluate them in comprehension testing. 

Participants 

The basic results reported here for laypersons occur across 
a wide range of demographic factors, including age and 
education level [13]. Alftiough younger and more 
educated people may have higher overall performance 
scores on some tasks, they still show the same pattern of 
results - poor performance on risks but significant 
improvement with Enhanced Displays. 

Healthcare professionals should do better overall than 
laypersons in tiiese types of experiments, and they do. 
Nevertheless they still show the same pattern of results - 
poor performance on risks relative to benefits but 
inq^rovement with Enhanced Displays. Despite dieir 
substantial knowledge about prescription drugs they are 
still human, with the same basic cognitive processes as 
othws. They too can be overloaded, have trouble using 
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documents with low cognitive accessibility, and can miss 
or misunderstand some of the information. 

Health Outcomes 

Relying on information sources with poor cognitive 
accessibility can decrease the effectiveness of drug 
treatment and increase the probability of medical error. 
For example, a physician may not find or remember a 
specific drug-drug interaction in the Physicians Desk 
Reference and prescribe a drug that interacts negatively 
with one a patient is already taking. Although electronic 
prescribing technology can reduce this type of error, it does 
not eliminate it. The way information is provided in any 
medium can contribute to errors. 

Patients also need to understand risks as well as benefits. 
It can affect their compliance with instructions and their 
knowledge of what to do if side effects occur. Therefore 
enhancing the cognitive accessibility of risks is also critical 
for laypersons to achieve good health outcomes. 

Interdisciplinary Research 

Although based primarily on cognitive principles and 
methods, this research is interdisciplinary in nature. It uses 
concepts and perspectives from linguistics, cognitive 
science, computer science, medicine, pharmacy, and public 
policy. For example, issues common to cognitive science 
and artificial intelligence include representation, the nature 
of expertise, and the design and use of intelligent systems. 
This work also provides a testbed for studying cross- 
discipline concepts in the context of a real-world setting. 
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What GAO Found 

Drug company spending on DTC advertising — ^such as that on television and 
in magazines — of prescription drugs increased twice as fast from 1997 
through 20(^ as spending on promotion to physici^ms or on research and 
development. Over this period, drug companies spent less each year on DTC 
advertising ($4.2 billion in 2005) than on promotion to physicians 
($7.2 billion in 2005) or research and development ($31.4 billion in 2005). 

Studies GAO reviewed suggest that DTC advertising has contributed to 
increases in drug spending and utilization, for example, by prompting 
consumers to request the advertised drugs from their physicians, who are 
generally responsive to these requests. Evidence suggests that the effect of 
DTC advertising on consumers can be both positive, such as encouraging 
them to talk to their doctors, and negative, such as increased use of 
advertised drugs when alternatives may be more appropriate. 

FDA reviews a small portion of the DTC materials it receives. To identify 
materials that have the greatest potential to impact public health, FDA has 
informal criteria to prioritize materials for review. However, FDA has not 
documented these criteria, does not apply them systematically to all of the 
materials it receives, and does not track information on its reviews, As a 
result, the agency cannot ensure that it is identifying or reviewing those 
materials that it would consider to be tiie highest priority. 

FDA has taken longer to draft and review regulatory letters and the agency 
has issued fewer letters per year since 2002, when legd review of all draft 
regulatory letters was first required. From 2002 through 2005, from the time 
FDA began drafting a regulatory letter for a violative DTC material, it took 
the agency an average of 4 months to issue a regulatory letter, compared 
with an average of 2 weeks from 1997 through 2001. FDA has issued about 
half as many regulatory letters per year since the 2002 policy change. 

The effectiveness of FDA’s regulatory letteis at halting the dissemination of 
violative DTC materials has been limited. The 19 regulatory letters FDA 
issued in 2004 and 2005 were issued an av'erage of 8 months after the 
materials were first disseminated. By the time FDA issued these letters, 
companies had already discontinued use of more tiian half of the violative 
materials. When the cited materials were still being disseminated, drug 
companies complied with FDA’s reque.sts to remove the materials, and 
identified and remov’ed other materials with similar claims. FDA's issuance 
of regulatory lettere did not always prevent drug companies from later 
disseminating similar violative materials for the same drugs. These issues are 
not new. In 2(H)2, GAO reported that, by delaying the issuance of regulatory 
letters, the 2002 policy change had adversely affected FDA’s ability to 
enforce compliance. At that time, GAO recommended, and FDA agreed, that 
letters be i^ued more quickly. GAO continues to believe this is necessary in 
order to limit consumers’ exposure to false or rnisleading advertising. 
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Methodology 


The USA Today/Kaiser Family Foundation/Harvard School of Public Health Survey Project is 
a three-way partnership. USA Today, Kaiser, and the Harvard School of Public Health jointly 
design and analyze surveys examining health care issues. 

Representatives of USA Today, The Henry J. Kaiser Family Foundation, and the Harvard 
School of Public Health worked together to develop the survey questionnaire and analyze 
the results. USA Today retains editorial control over the content published by the paper. 

The project team included Jim Norman, USA Today polling editor; Drew E. Altman, president 
of the Kaiser Family Foundation, Mollyann Brodie, vice president and director of public 
opinion and media research, and Liz Hamel, associate director of public opinion and media 
research; and Robert J. Blendon, professor of health policy and political analysis at the 
Harvard School of Public Health and the John F, Kennedy School of Government, and John 
M. Benson, managing director of the Harvard Opinion Research Program in the Harvard 
School of Public Health. 

The Public on Prescription Drugs and Pharmaceutical Companies is a nationally 
representative, random sample survey of 1,695 adults ages 18 years and older. The survey 
was conducted by telephone from January 3-23, 2008. Telephone interviews were carried 
out in English and Spanish by ICR/International Communications Research of Media, PA. 

The margin of sampling error for the survey is plus or minus 3 percentage points for total 
respondents. For results based on smaller subsets of respondents the margin of sampling 
error is higher. Sampling error is only one of many potential sources of error in this or any 
other public opinion poll. 


Values less than 0.5% are indicated by an asterisk (*). “Vol.” indicates that a response was 
volunteered by respondent, not an explicitly offered choice. Percentages may not always 
add up to 100% due to rounding. 
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KEY FINDINGS 


Key finding #1 : Americans love the products that pharmaceuticai companies produce, but they are 
less favorable towards the companies themselves, mainly because they feel they are getting ripped 
off by high prices driven by high drug company profits. 

While a plurality (47%) of the public says they have a favorable view of pharmaceuticai companies, more 
than four in ten (44%) have an unfavorable view of these companies, outranked only by health insurance 
companies (54%) and oil companies (63%) (Chart 1). 

Despite these mixes views of pharmaceutical companies, the public has positive views towards prescription 
drugs in general, and even has some nice things to say about the companies that make them. Nearly three- 
quarters (73%) say prescription drugs developed over the past 20 years have made the lives of people in the 
U.S. better (including 52% who say “a lot" better), and nearly two-thirds (63%) say the same about their own 
and their family members' lives. Very few say prescription drugs have made Americans’ lives (10%) or their 
own lives (4%) worse (Chart 2). 

Among those with a favorable opinion of drug companies, when asked why their opinion is favorable, about 
two-thirds (64%) mention the quality and/or importance of the products and research provided by the industry 
(Chart 3). However, people don’t necessarily see drug companies standing out from other types of 
companies because of the work that they do. Just about a quarter (26%) of the public believes that, by 
researching and developing new drugs, pharmaceutical companies make more of a contribution to society 
than most other companies, while more than half (56%) say their contribution is about the same (Chart 4). 

On the other hand, the high cost of drugs and high profits made by drug companies are Americans’ biggest 
beef with the pharmaceutical industry. Among those with an unfavorable opinion of drug companies, when 
asked why their opinion is unfavorable, two-thirds (68%) give responses related to high prices, high profits, 
or company greed (Chart 5). 

Negative opinions about drug prices and drug company profits are not limited to those with an unfavorable 
view of pharmaceutical companies. Among all Americans, eight in ten (79%) say the cost of prescription 
drugs is unreasonable (Chart 6), and seven in ten (70%) say pharmaceutical companies are too concerned 
about making profits and not concerned enough about helping people (Chart 7). Profits made by 
pharmaceutical companies are also seen as the biggest driver of the cost of drugs (79% say this is a “major’’ 
factor, compared with 72% for the cost of medical research, 62% for the cost of advertising, and 56% for the 
cost of lawsuits) (Chart 8), And while most people trust pharmaceutical companies at least ’’somewhat" 
when it comes to developing new drugs and providing reliable information, six in ten (58%) do not trust 
pharmaceutical companies to price their products fairly (Chart 9). 

Americans' anger over the cost of prescription drugs may stem at least in part from a sense that they are 
being charged unfairly compared to people in other countries. Three-quarters (76%) of the public thinks that 
people in the U.S. pay higher prices for the same prescription drugs than people in Canada, Mexico, and 
Western Europe (Chart 10). 

Further evidence that high prices and profits are the biggest negative in people’s views of the pharmaceutical 
industry comes from responses to questions about government regulation. While pluralities say there is 
about the right amount of regulation when it comes to drug safety (47%) and making sure prescription drug 
advertisements are not misleading (48%), nearly two-thirds (64%) say there is not enough regulation when it 
comes to limiting the price of prescription drugs (Chart 1 1 ). Even when presented with the argument that 
price regulation could lead to less research and development on new drugs, nearly half (48%) say there 
should be more regulation in this area (Chart 12), 

Despite these negative views of prescription drug prices overall, many people do recognize a role for 
prescription drugs in keeping down the overall cost of health care; six in ten (59%) say prescription drugs 
reduce the need for expensive medical procedures and hospitalizations, and nearly as many (56%) say 
prescription drugs reduce health care costs by preventing illnesses (Chart 13). 
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The amount and content of prescription drug advertising is often attacked by critics of the pharmaceutical 
industry. However, this survey finds that, while the public does express some negative views about 
advertising, these views plays less of a role in people’s negative views of the industry compared with high 
prices and profits. More than half the public (53%) say prescription drug advertising is mostly a good thing, 
and two-thirds (67%) agree that these ads educate people about treatments and encourage them to get help 
for conditions they might not have been aware of (Chart 14). 

On the negative side, people’s biggest beef with advertising again comes back to cost; more than three- 
quarters say the cost of advertising makes prescription drugs too expensive, and four in ten say this bothers 
them "a lot." While about two-thirds say there are too many prescription drug ads on television (68%) and 
that ads encourage people to take medications they don’t need (66%), fewer say they are bothered “a lot" by 
either of these issues (27% and 34%, respectively). Nearly half the public (46%) thinks that many 
prescription drug ads are too sexually explicit, but just one in five (20%) say this bothers them a lot 
(Chart 15). 
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Key finding #2: Significant shares of people are having difficulty paying for prescription drugs, and 
many have not filled prescriptions, skipped doses, or cut pills in half as a result. 

More than half (54%) of Americans say they currently take prescription medicines, including 50% who take 
them daily. One in five (19%) say they are currently taking four or more prescription drugs (Chart 18). Not 
surprisingly, prescription drug use is more common among the elderly (42% currently take four or more 
drugs) and those in fair or poor health (46% take four or more drugs). 

Significant shares report difficulty affording the drugs they need. Four in ten adults (41%) say it is at least 
somewhat of a problem for their family to pay for prescription drugs they need, including 16% who say it is a 
serious problem (Chart 1 9), Three in fen (29%) say that in the last two years, they have not filled a 
prescription because of the cost, and nearly a quarter (23%) say they have cut pills in half or skipped doses 
in order to make a medication last longer. Four in ten report at least one of these three problems (a serious 
problem paying for drugs, not filling a prescription because of cost, and/or skipping doses in the past two 
years) (Chart 20). 

Problems paying for prescription drugs, not filling prescriptions because of cost, and skipping doses are even 
more common among those who take larger numbers of prescription drugs, those who don’t have insurance 
to cover their prescription drug costs, and those with lower incomes (Chart 2 1 ). 



Public 

overall 

Currently 
take any Rx 

Currently take 
A* Rx druqs 

No insurance 
to pay for Rx 

Income 

<$25K 

It’s a SERIOUS problem for you and your 
family to pay for Rx drugs you need 

16% 

19% 

27% 

32% 

29% 

In last 2 years, have not filled a 
prescription because of cost 

29 

36 

41 

39 

40 

In last 2 years, have skipped doses or cut 
pills in half to make Rx last long 

23 

34 

39 

27 

31 

Percent reporting at least one of above 
three problems 

40 

50 

59 

52 

54 


3 





510 


While many people report problems paying for drugs, there is at least some awareness of pharmaceutical 
company programs to provide free or discounted drugs to people who cannot afford them. Nearly six in ten 
adults (58%) have heard of these programs, but two-thirds (65%) of those who have heard of them think the 
programs don't go far enough to help people who need them (Chart 22). About one in six people (16%) say 
that they or someone in their family has ever applied for discount or free medications from a pharmaceutical 
company. 


Key finding #3: Prescription drug advertising has driven a third of Americans to taik to their doctors 
about specific prescription drugs, and many of these people got a prescription from their doctor as a 
result. 

Almost all Americans (91%) have seen or heard prescription drug ads, and nearly a third (32%) have talked 
to a doctor about a prescription drug they saw advertised (Chart 23). Among those who have talked to a 
doctor about a drug they saw advertised, 44% say their doctor gave them a prescription for the drug they 
asked about, and 54% say their doctor recommended another prescription drug (resulting in 82% who got a 
prescription either for the drug they asked about and/or another drug) (Chart 24). 

As mentioned previously, people’s views of prescription drug ads are mainly positive. Slim majorities of 
adults overall say drug ads do an excellent or good Job telling people about the potential benefits of a 
medication (56%) and the condition a drug is designed to treat (54%), but a similar share (53%) say these 
ads do only a fair or poor job telling people about the potential side effects of the drug (Chart 25), 

Six in ten (60%) think ads for medications to treat mental health conditions are mostly good because they 
improve understanding of these conditions and encourage people to seek treatment, while about a third 
(36%) think these ads are mostly bad because they encourage people without serious mental health 
conditions to think they need treatment (Chart 26). 


Key finding #4: Despite recent controversies about how pharmaceutical companies test drugs, the 
majority of Americans believe these companies do enough to test and monitor the safety of their 
drugs and that they conduct these tests in an ethical way. A majority also believes that drug 
companies do not have too much influence over which drugs are approved by the FDA, another 
Issue that has been in the news. However, in each of these areas, a substantially minority has a 
negative view. 

Nearly eight in ten Americans (78%) are at least somewhat confident that prescription drugs soid in the U.S. 
are safe, though Just over a quarter (27%) are “very" confident About half (49%) think drugs manufactured 
in other countries and sold in the U,S. are about as safe as those mads here, but a notable four in ten (41%) 
think they are less safe (Chart 27), 

Despite recent controversies, over half the public (55%) thinks pharmaceutical companies do enough to test 
and monitor the safety of their drugs (Chart 28), and the same share (55%) trust pharmaceutical companies 
at least somewhat to quickly notify the public about safety concerns (Chart 9). Majorities also think that 
pharmaceutical companies act in an ethical way when testing their products on people (62%) and on animals 
(56%) (Chart 29). However, substantial minorities hold negative views in these areas: four in ten (41%) think 
pharmaceutical companies do not do enough to test and monitor the safety of their products; 44% do not 
trust companies to notify the public quickly about safety concerns; and about three in ten think most 
pharmaceutical companies act unethically when testing their drugs on people (28%) and animals (30%). 

When it comes to the drug review and approval process, most people do not think pharmaceutical 
companies have too much influence over the FDA, and a majority would like to see the government move 
more quickly when approving new drugs. About half (51%) say that pharmaceutical companies have too 
little or the right amount of influence on which drugs are approved by the FDA, compared with about four in 
ten (42%) who say these companies have too much influence (Chart 30). More than half (52%) say the 
government moves too slowly when reviewing and approving new drugs (Chart 31 ). 
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Key finding #S; Americans are divided over who should have primary responsibility for developing 
new drugs, seeing a role for drug companies, universities, and the federal government. 

Pharmaceutical companies are seen as playing the biggest role currently in researching and developing new 
drugs. However, the public is split when it comes to who should be primarily responsible for developing new 
drugs, with roughly equal shares saying pharmaceutical companies (28%) and universities (27%), and 
somewhat smaller shares choosing the federal government (16%) and non-profit organizations (1 1 %) 

(Chart 32). 
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When it comes to the more difficult issues of "orphan drugs" (those to treat diseases that affect a relatively 
small number of people) and drugs for people in poorer countries, the majority of Americans do not believe 
that drug companies should have the main responsibility for making sure research is conducted. When it 
comes to orphan drugs, nearly half (48%) say the federal government should take responsibility for research 
(compared with 27% who say pharmaceutical companies). Similarly, when it comes to drugs for diseases 
that mostly affect people in poorer countries around the world, tour in ten (42%) place the responsibility on 
international non-profits (compared with 1 9% for pharmaceutical companies) (Chart 33). 


ADDITIONAL FINDINGS 

Sources of Information and talking to doctors 

Doctors rank number one in terms of the sources people rely on for information about prescription drugs. 
More than seven in ten (72%) say they rely on their doctor “a lot’ to provide accurate information about 
prescription medicines, compared with 51 % for their pharmacist, 43% for the information contained in drug 
product packaging, 22% for government agencies like the FDA, and 15% for famiiy and friends (Chart 34). 

However, when it comes to the cost of drugs, people are more likely to talk to their pharmacist than their 
doctor. Fewer than half (44%) say they usually talk to their doctor about the cost of a drug when they get a 
new prescription, but 61% say they usually talk to their pharmacist about whether cheaper alternatives are 
available when filling a prescription (Chart 35). A few groups are more likely to say they usually talk to their 
doctor about the cost of their medications, including those who say paying for drugs is a serious problem for 
their family (64%), those who have applied for a pharmaceutical company discount (64%), those who do not 
have insurance to help pay for drugs (56%), and those with incomes less than $25,000 a year (57%), 

Proving effectiveness of new drugs compared to existing treatments 

On the question of whether new drugs should be approved only if they are proven to be more effective than 
existing treatments, more than half think the FDA should make decisions based only on whether drugs are 
safe and effective. However, nearly six in ten say insurance companies should only pay for new drugs if they 
have been proven to be more effective than existing alternatives (Chart 36). 
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More on those with favorable and unfavorable opinions of pharmaceutical companies 

While the public overall is somewhat split between having a favorable (47%) and an unfavorable (44%) 
opinion of pharmaceutical companies, some groups express different levels of favorability than others. 
Groups who have the highest share saying they have a favorable opinion of drug companies include 
Hispanics (63% favorable), fhose who have applied for drug company discounts (56%), Republicans (56%), 
those with a household income less than $25,000 (55%), those with a high school education or less (52%), 
and people who live in the suburbs (51%). Groups with the highest share expressing an unfavorable opinion 
of drug companies include those with household incomes between $50,000 and $75,000 (54%), college 
graduates (51%), people who live in rural areas (51%), those with household incomes of $75, 000 or more 
(49%), and non-Hispanic whites (48%). 

Those who have an unfavorable opinion of pharmaceutical companies are more likely than those with a 
favorable opinion to express a variety of negative views, particularly when it comes to pharmaceutical 
company profits and prices, and the amount of influence drug companies have over various government 
processes. 

However, there are some areas where even majorities of those who have unfavorable opinions of drug 
companies express positive views of these companies or of the drugs themselves. For instance, two-thirds 
(66%) of those with an unfavorable view of pharmaceutical companies say that prescription drugs developed 
over the past 20 years have made the lives of people in the U.S. better, and over half (53%) say the same 
about their own and their family members' lives. Majorities of this group also believe that most 
pharmaceutical companies engage in ethical testing practices when they test their drugs on people (56%) 
and animals (53%). More than two-thirds (68%) of those with an unfavorable view of drug companies are at 
least somewhat confident that prescription drugs sold in the U.S. are safe, and majorities trust 
pharmaceutical companies at least somewhat to offer reliable information about their products and to 
develop new, effective drugs. 



Opinion of drug companies 

Favorable 
(48% of public 
overain 

Unfavorable 
(44% of public 
overall) 

Pharmaceutical companies are too concerned about making profits, and not 
concerned enouah about heioina oeoole 

54% 

86% 


65 

94 

Rx druQ advertising is mostly a bad thing 

27 

56 

Pharmaceutical companies have too much influence on... 

...which drugs are approved bv the FDA 

28 

57 


38 

66 


30 

61 

Tmst pharmaceutical companies a lot/somewhat to... 

...offer reliable information about how well their drugs work 

79 

61 

...offer reliable information about side effects and safety of their drugs 

82 

62 

...develop new, effective drugs 

85 

73 

Rx drugs developed over past 20 years have made lives of people in U.S. better 

81 

66 

Rx drugs developed over past 20 years have made your/family's lives better 

74 

53 

Verv/somewhat confident that Rx drugs sold in the U.S, are safe 

89 

68 

Most pharmaceutical companies act in an ethical way when researching and 
testing new drugs on people 

70 

56 

Most pharmaceutical companies act in an ethical way when researching and 
testing new drugs on animals 

62 

53 


6 




513 


Experiences and opinions of people with lower incomes 

Being older and in poorer health, lower-income people are more likely to take prescription drugs, and 
regularly take more prescriptions than their higher-income counterparts. Nearly a third (32%) of people in 
households earning less than $25,000 a year say ttiey curr^tiy take four or more prescription drugs, 
compared with 12% of those earning $75,000 or more. 

Not surprisingly, those with lower incomes are also more likely to have serious problems paying for 
medications, and to say that in the past two years, they have not filled prescriptions because of the cost 
and/or skipped doses to make a medication last longer. Fully four In ten people with incomes less than 
$25,000 report not filling a prescription in the past two years because of cost, compared with fewer than two 
in ten (18%) of those with incomes of $75, 000 or more. At least some of these problems may stem from the 
fact that lower-income people are less likely to have insurance coverage for prescription dnjgs (63% of those 
earning less than $25,000 report having coverage, compared vwth 95% of those earning $75,000 or more). 
Lower-income people are also more likely to say they talk to their doctors about the cost of prescriptions, and 
that they have applied for drug company discounts. 

Despite having more difficulty paying for prescriptions, people with incomes less than $25,000 are somewhat 
more likely to have a favorable opinion of drug companies (55%. compared with 44% of those with incomes 
of $25,000 or more), and express somewhat less negative views of drug company profits, prices, marketing 
and advertising. For instance, 66% of those with incomes less than $25,000 say that pharmaceutical 
companies are too concerned about making profits and not concerned enough about helping people, 
compared with 74% of those with higher incomes. And while more than half (55%) of people with incomes 
over $25,000 think pharmaceutical companies spend too much money marketing to doctors, just 38% of 
people with lower incomes share this view. 

However, in a few areas, lower-income people express slightly more negative views than their higher-income 
counterparts. For example, people with lower incomes are somewhat less likely to say prescription drugs 
developed over the past 20 years have made Americans' lives better, and somewhat more likely to think 
most pharmaceutical companies engage in unethical testing practices. 
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Chart 1 
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Charts 
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Chart 7 
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Chart 9 

Trust in Pharmaceutical Companies 
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Chart 11 


Government Regulation of Prescription Drugs 
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Chart19 


Significant Minority Has Problems Paying for Rx Drugs 


How much of d problem is itfor you or your family to pay for prescription 
medicines that you need? 


A problem, 
but not sertous 


Not much of 
3 probl^ ? 


A serious 
problem 


Souice USA TodayiKaisjjr Family Fo 


Chart 20 


Paying, Not Filling Prescriptions and 
Rx Doses Because of Cost i 


Serious Probf 
Skip 


In past two yeai«> hive evsr NOT frileci a 
prescni I scaUM of the cost 


in past two years, have eMpped ilOses- 
or cut pills in half to midre fix Itot fenfier 





524 



Chaft'2i'.' ■■ . 

Problems With Rx Costs More Common Among Those Who 
Tcikc More Drugs. Those w/No Insurance, and Low-income 


CurriMitlv (•tKi* 
any Kx Onu.is 


n Currently take four 
oi mors Kx 'li (![]•; 


In i^ast two years, have 
skipped doses or cut pills tn 
half to make Rx fa«;t lonner 


Say It IS a seriou- pr ihiom lor 
self/famtly to ,vw lor Rx drugs 
y 'u npod 


Pei ('Kwftuaa^ysstoaf 
•rivufifia iibove 





Awareness and Opinions of 
Drug Coihpany Discount Programs 


• rtiffr ‘itwt .iidVsi 

Q • you think these prosyams go far i nouiin 
fjr nouqh to help people Who can I ud 


H )««.> you hi jrn oi iny profiiiams by 
pt' irm ii r itii al LOinpgnieettat allow pt opli- 
vslioi in t ifford (Kiidad fnedifcStions to apply 
forhti or discoiintotf drugs. ornot'’ 


Far enough 
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Chart 23 


Awareness of Drug Advertising and Talking to Doctors 


As a result of seeing an ad for nn Rx rlrug 
have you ever talked with a doctor about 
the specific medicine you saw or heard 
advertised, or not? 


Have you seen oi heard any 
advertisements for prescription 
drugs, or not? 


■ ■ ■ ■ Chart 24 ^ ^ .■■■■■ 

Outcome of Talking to a Doctor as a l^^lt of Ads 


Among the 32% who have talked to a 
doctor as a result of sheing an Rx 
drug ad: Percent who said the doctoi^ 
did one or more o1 the following 


Percent of total popUtetion who talked 
to a dortor as a reeuM of seeiiuj «in Kx 
drug ad and said the doctor did on'' hr 
more of the follomng. 


Rocon mf rdcJ /on 
make itfestyio/ 
bchavijr changes 


Rpcoinmen'ttfd a 
different proscription 
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Don't 

know 


Companies Conduct Ethical Tc 


Majorities 


'ccuticat companies act in an ethical way v 
!w drugs on (people or animals) or do you 
practices that are unethical (and put penp 


Animals 
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How big a role do you thini 
following play in research! 
developing new drugs? (p< 
saying each plays a “majoi 


For-profit drug 
companies 


Universities 


The federal 
government 


Non-profit or 
charity orgs 
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--Gharta'a' 

Responsibility for Research on Orphan Drugs and 
Drugs for People in Poor Countries 


Who »hoL(ld bo responsible for making sure research is condiictuit on: 


...drugs to treat conditions that mainly affect 
people in poorer countries around the world who 
cannot afford to pay a lot for drugs? 


diiios III Tr>‘Ol (.onuilions that affect a 
relatively small number of people? 


Pharmaceutical 
. companies ® 




/ 27% 

Pharmaceutical 

companies 


The federal 
government 


Don’t know i 

Other/soino 
combination (vol.) 


'H Chart 34 ^ 

f llf^rmation for Rx Drugs 


!;ttach of the following $4urc^'to provide accurate 


Please tell me how mi 
information about pr€ 


Your doctor 


Your pharmacist 


info, about the product 
in the Rx package 


Family and friends 
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Chart 35 


n Questioned About Dm 
nacists About Costs 


The safety and 
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Proving Effect 
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PhRWlA Guiding Principles 
Direct to Consumer Advertisements 
About Prescription Medicines 


Preamble 

Given the progress that continues to be made in society’s battle against 
disease, patients are seeking more information about medical problems and 
potential treatments so they can better understand their health care options and 
communicate effectively with their physicians. An important benefit of direct-to- 
consumer (DTC) advertising is that it fosters an informed conversation about 
health, disease and treatments between patients and their health care 
practitioners. 

A strong empirical record demonstrates that DTC communications about 
prescription medicines serve the public health by: 

“ Increasing awareness about diseases; 

> Educating patients about treatment options; 

■ Motivating patients to contact their physicians and engage in a 
dialogue about health concerns; 

■ increasing the likelihood that patients will receive appropriate care for 
conditions that are frequently under-diagnosed and under-treated; and 

■ Encouraging compliance with prescription drug treatment regimens. 

The Pharmaceutical Research and Manufacturers of America (PhRMA), 
represents America's leading pharmaceutical research and biotechnology 
companies, As the companies responsible for developing new and innovative 
medicines. PhRMA members want patients and consumers to talk to their 
physicians about the medicines that may help them and to fully understand the 
known risks regarding these medicines. We know that DTC communications, 
particularly DTC television advertising, can be a powerful tool for reaching and 
educating millions of people, and we are committed to ensuring that our DTC 
communications provide accurate, accessible and useful health information to 
patients and consumers. DTC advertising of such important and powerful 
products as prescription drugs should be responsibly designed to achieve these 
goals and to encourage the appropriate use of these products. 
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First and foremost, we have a responsibility to ensure that our DTC 
communications comply with the regulations of the Food & Drug Administration 
(FDA), in general, the FDA requires all DTC information: 

■ To be accurate and not misleading; 

■ To make claims only when supported by substantial evidence; 

" To reflect balance between risks and benefits; and 

■ To be consistent with the FDA-approved labeling. 

The innovative pharmaceutical industry takes its responsibilities to comply with 
FDA requirements seriously. Companies devote substantial time and effort, and 
often ask for input from FDA, to ensure that DTC communications are accurate, 
fairly balanced and meet all applicable legal requirements. PhRMA member 
companies will engage in a dialogue with FDA to maximize opportunities for 
FDA review of DTC advertising prior to release, consistent with these principles 
and the agency’s priorities and resources. 

Beyond meeting their legal obligations, companies strive to deliver messages 
that fundamentally serve to educate patients and consumers and encourage 
them to seek guidance from their health care professionals. 

To express the commitment of PhRMA members to deliver DTC communications 
that serve as valuable contributors to public health, PhRMA has established the 
following voluntary guiding principles. 
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Guiding Principles 


1. These Principles are premised on the recognition that DTC advertising of 
prescription medicines can benefit the public health by Increasing awareness 
about diseases, educating patients about treatment options, motivating patients 
to contact their physicians and engage in a dialogue about health concerns, 
increasing the likelihood that patients will receive appropriate care for conditions 
that are frequently under-diagnosed and under-treated, and encouraging 
compliance with prescription drug treatment regimens. 


2. In accordance with FDA regulations, all DTC information should be accurate 
and not misleading, should make claims only when supported by substantial 
evidence, should reflect balance between risks and benefits, and should be 
consistent with FDA approved labeling. 


3. DTC television and print advertising which is designed to market a 
prescription drug should also be designed to responsibly educate the consumer 
about that medicine and, where appropriate, the condition for which it may be 
prescribed. 


4. DTC television and print advertising of prescription drugs should clearly 
indicate that the medicine is a prescription drug to distinguish such advertising 
from other advertising for non-prescription products. 


5. DTC television and print advertising should foster responsible 
communications between patients and health care professionals to help patients 
achieve better health and a more complete appreciation of both the health 
benefits and the known risks associated with the medicine being advertised. 


6. In order to foster responsible communication between patients and health 
care professionals, companies should spend an appropriate amount of time to 
educate health professionals about a new medicine or a new therapeutic 
indication before commencing the first DTC advertising campaign. In 
determining what constitutes an appropriate time, companies should take into 
account the relative importance of informing patients of the availability of a new 
medicine, the complexity of the risk-benefit profile of that new medicine and 
health care professionals' knowledge of the condition being treated. Companies 
should continue to educate health care professionals as additional valid 
information about a new medicine is obtained from all reliable sources. 


7. Working with the FDA, companies should continue to responsibly alter or 
discontinue a DTC advertising campaign should new and reliable information 
indicate a serious previously unknown safety risk. 
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8. Companies should submit all new DTC television advertisements to the FDA 
before releasing these advertisements for broadcast. 


9. DTC television and print advertising should Include information about the 
availability of other options such as diet and lifestyle changes where appropriate 
for the advertised condition. 


10. DTC television advertising that identifies a product by name should clearly 
state the health conditions for which the medicine is approved and the major 
risks associated with the medicine being advertised. 


11. DTC television and print advertising should be designed to achieve a 
balanced presentation of both the benehts and the risks associated with the 
advertised prescription medicine. Specifically, risks and safety information in 
DTC television advertising should be presented in clear, understandable 
language, without distraction from the content, and in a manner that supports 
the responsible dialogue between patients and health care professionals. 


12. Ad DTC advertising should respect the seriousness of the health conditions 
and the medicine being advertised. 


13. In terms of content and placement, DTC television and print advertisements 
should be targeted to avoid audiences that are not age appropriate for the 
messages involved. 


14. Companies are encouraged to promote health and disease awareness as 
part of their DTC advertising. 


15. Companies are encouraged to include information in all DTC advertising, 
where feasible, about help for the uninsured and underinsured. 
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Accountability for the Guiding Principles 

Companies commit to establishing internal processes to ensure compliance with 
these guiding principles. Companies also commit to distributing these guidelines 
internally and to their advertising agencies. 

Each company's intentions with regard to these guiding principles will be made 
public. 

PhRMA will establish an office of accountability that will be responsible for 
receiving comments from the general public and from health care professionals 
regarding DTC advertising conducted by any signatory company to these 
principles. Any company that publicly states that it will follow the principles will 
be considered a signatory company. 

The PhRMA office of accountability will provide to the signatory company at 
issue any comment that is reasonably related to compliance with the principles. 

The PhRMA office of accountability will issue periodic reports to the public 
regarding the nature of the comments and the signatory companies’ responses, 
and will provide a copy of each report to the FDA. 

One year after the effective date of the Principles, the PhRMA office of 
accountability will select an independent panel of credible individuals to review 
reports of that year, to track the overall trends in the industry as they relate to 
the Principles, and to make recommendations in accordance with the Principles. 
The panel’s report will be included in the next report of the PhRMA office of 
accountability. 
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PhRMA Guiding Principles 
Direct to Consumer Advertisements 
About Prescription Medicines 

Questions and Answers 


Q: What is meant by a “direct to consumer television advertisement in the 
context of these principles? 

A: A direct to consumer television advertisement is a portion of television air 
time on broadcast or cable television that is bought by a company for the 
purpose of presenting information about one or more of the company’s 
medicines. A DIG television advertisement does not include sponsorship of 
activities. 


Q: What is meant by “direct to consumer print advertisemenV in the context of 
these principles? 

A: A direct to consumer print advertisement is space that is bought by a 
company in newspaper or magazine publications targeted to patients or 
consumers, or a direct mail communication paid for and disseminated by a 
company to patients or consumers, for the purpose of presenting information 
about one or more of the company’s medicines. A DTC print advertisement 
does not include sponsorship of activities. 


Q: How long must a company wait under Principle 6 before advertising a new 
medicine after the medicine is approved by FDA? 

A: Principle 6 demonstrates the companies’ commitment to devote sufficient 
resources and time to health care professional education before launching a 
direct to consumer advertising campaign. Principle 6 ensures that health 
care professionals will have a reasonable opportunity to learn about new 
medications before their patients ask questions about them so they will have 
accurate, up-to-date information to use in responding to patients’ inquiries 
and guiding patients to the most appropriate treatment option. Establishing a 
single uniform waiting period for ail companies and all medicines could have 
the unintended consequence of denying patients important information about 
new medicines, even after health care professionals have been well 
educated. Each company wilt decide for itself how best to implement an 
effective educational program, taking into account such factors as health 
care professionals’ knowledge of the condition being treated, the severity 
and/or prevalence of the condition, the novelty of the new treatment, and the 
complexity of the medicine's risk-benefit profile and directions for use. 
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Q; Does Principle 8 require companies to do more than what is already required 
under current FDA regulations? 


A: Yes. Current taw provides that companies must submit their DTC television 
advertisements to FDA upon first use for FDA's review at its discretion. 
Under Principie 8, while not intending to place additional burdens on FDA, 
companies commit to submitting new DTC television advertisements to FDA 
earlier than currently required and a reasonable time in advance of first use 
to give FDA the opportunity to comment, consistent with its priorities and 
resources. Companies also commit to inform FDA when they submit an 
advertisement of the earliest date the advertisement is scheduled to air. 


Q: Should companies notify FDA if they are specifically requesting feedback on 
a particular advertisement submitted under Principle 8? 

A: In order to permit FDA to allocate its resources effectively, companies 

should notify FDA if they are specifically requesting feedback on a submitted 
DTC advertisement. Companies also should indicate whether the requested 
FDA review is time-sensitive to help FDA prioritize its review activities. As a 
general matter, we understand that FDA expects companies to submit the 
following information with the submitted DTC advertisement: (1) a statement 
indicating whether the company is submitting the advertisement for prior 
Agency review and feedback, or for the Agency's information; and (2) if 
feedback is requested, a statement identifying whether the company is 
requesting FDA review on a priority basis; (3) a brief description of the 
reasons for any request for priority review (e.g.. identifying the basis for the 
submission and the nature of any change the company deems significant) 
and (4) the earliest date the company plans to finalize the advertisement. 
Companies typically should reserve a priority review request for those 
submissions that are most time-sensitive, keeping in mind that FDA may 
choose to review only one iteration of a particular new DTC advertisement on 
a priority basis, 


Q: PhRMA states that under Principle 8, companies should submit new DTC 
television advertisements to the FDA a reasonable time before releasing the 
advertisement for broadcast to give FDA the opportunity to comment, 
consistent with its priorities and resources. What constitutes “a reasonable 
time’’ in this context? 

A: The precise time frame for submission of a particular DTC advertisement will 
vary depending on the advertisement in question and purpose of the 
submission. If a company is specifically requesting feedback from FDA, 
either by priority review or standard review, it should submit the DTC 
advertisement far enough in advance to permit the Agency to perform the 
requested review. Although the timing of FDA’s review of DTC 
advertisements will be dictated by the Agency’s priorities and resources, a 
company seeking priority review will maximize its opportunity to receive 
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comments from the Agency if the company allows 30 calendar days for FDA 
review and comment. A company seeking non-priority review for a particular 
advertisement should try to allow more than 30 calendar days for FDA 
review, while less lead time could be appropriate if a company is submitting 
a particular advertisement for the Agency’s information. 

Q; Does Principle 8 require companies to submit a new DTC television 
advertisement to FDA in advance, even if the advertisement reflects only 
minor changes to a previously submitted advertisement? 

A: No. Under Principle 8. companies should submit only new television 

advertisements or advertisements that have been changed in a way that the 
companies believe is significant. For instance, where a company changes 
an existing advertisement — possibly by changing a telephone number listed 
on the screen or by replacing an actor — to use for a different targeted 
audience, but does not substantially change the advertisement's script or 
theme, then the company is not required under Principle 8 to submit the 
changed advertisement to FDA. However, where a company changes an 
advertisement so that the benefit and/or risk information is presented in a 
different way, the company likely has made a significant change, and the 
advertisement should be submitted to FDA. Other circumstances that 
typically would trigger submission of DTC television advertisements under 
Principle 8 include (1) introduction of a new or never-before-advertised 
product; (2) new indications for existing products: (3) significant new risk 
information: (4} new comparative claims or patient outcome claims: or (5) 
new patient populations. 


Q; Does Principle 8 necessarily require a company to submit the final version of 
a new DTC television advertisement fo FDA prior to releasing the 
advertisement for broadcast? 

A: No. The details of what will be submitted may be addressed in dialogue 
between companies and FDA. 


Q: Would additional dialogue between companies and the FDA be helpful as 
Principle 8 is implemented? 

A: Yes. Additional dialogue should occur to maximize opportunities for FDA 
review of DTC television advertising prior to release, consistent with this 
principle and the agency’s priorities and resources. 





Q: Under Principles 3 and 9, does a company have to mention another 
medication that may also be appropriate for treating the advertised 
condition? 

A: No. These principles are intended to encourage companies to include in their 
advertisements information about therapeutic options and appropriate steps 
patients could take (which may or may not include other medicines), in 
consultation with health care professionals, to treat their disease or 
condition. This is consistent with the pharmaceutical industry's goal of 
helping patients achieve better overall health. 


Q: Is there only one right way to present risk information in advertisements? 

A: No. An advertisement will comply with Principle 11 if it presents information 
about the medicine’s risks in a way that patients are reasonably likely to take 
in and understand this information. For television advertisements, the visual 
and audio presentation of risk information should be similar in terms of 
prominence and clarity to the visual and audio presentation of other 
information about the medicine. Of course, even the most informative 
advertisements can't provide information on all possible risks that may relate 
to each individual patient. Therefore, the conversation between a patient and 
a health care professional is critical to the patient’s understanding of whether 
a medicine is right for that individual patient. DTC advertisements should 
motivate patients to ask their health care professionals for more information 
about a medicine’s risks and benefits. These objectives can be achieved in a 
variety of ways, and each company will exercise its judgment consistent with 
FDA requirements. 


Q: What happens if a comment from the public about a company's DTC 
advertisement conflicts with recommendations or comments the company 
has received from FDA regarding the advertisement? 

A: The FDA has the authority to determine whether a particular advertisement 
is consistent with FDA regulations. If FDA chooses to give recommendations 
or comments on a particular DTC advertisement and the company follows 
those recommendations or comments, the company will be able to respond 
to any complaint regarding that aspect of the DTC advertisement that it 
complies with the PhRMA Principles by virtue of the fact that it followed 
FDA’s recommendations. 


MVHA 
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Q: Does Principle 12 suggest that all advertisements should be somber in tone 
and should not employ lightness, humor or entertainment? 

A: No. Principle 12 recognizes that health conditions and medical treatments 
are serious issues for patients. While humor or entertainment may not be 
appropriate in conveying ail messages, they may be effective tools for 
attracting public attention to a particular disease or treatment, reducing any 
stigma associated \with the condition, communicating educational messages 
about health conditions, and motivating patients to discuss those conditions 
openly with their health care providers. 


Q; What criteria should be applied to determine whether a company has 
complied with Principle 13 and targeted its advertising to avoid audiences 
that are not age appropriate for the messages in the advertisements? 

A: Advertisements containing content that may be inappropriate for children 
should be targeted to programs or publications that are reasonably expected 
to draw an audience of approximately 80 percent adults (18 years or older). 
Companies will be individually responsible for examining reliable, up-to-date 
audience composition data, to the extent that information is available, to 
determine whether a particular program or publication is reasonably likely to 
attract an audience that is age appropriate for a particular advertisement. 


Revised November 2005 
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INSTITUTE 


SEPTEMBER 2006 


The Future of Drug Safety: 
Action Steps for Congress 


The Institute of Medicine's Commitlee on the Assessment of the U.S. Drug 
Safety Syston intends that the 25 recommendations in its. report will bring the 
strengths of the preapprnval process (data, regulatory, authority, organizational 
funclion and capabilities, and, resources) to the postapproval phase in order to 
fulfill a lifecycle approach to the study, regulation, and communication about the 
risks and benefits of drugs. 

CLARIFY FDA'S REGULATORY AUTHORITY 

The Food and Drug Administration's authorities must be clarified and 
strengthened to empower the agency to take rapid and. decisive actions when nec- 
essary. and appropriate. EDA lacks the dear, unambiguous authority, needed to 
enforce sponsor, compliance with regulatory, requirements and instead relics on 
the prospect of productive negotiations with industry. . 

5.1 Tile. co.mmittce recommends that Congress ensure that FDA has the 
ability to. require such postmarketing risk assessment and risk man- 
agement programs as are needed to monitor and ensure safe use of 
drug products. These conditions may be imposed both before and after 
approval of a. new. drug, new. indication, or new dosage, as well as after 
identification of new contraindications or patterns of adverse events. 
Tlie limitations impos(?d. should match tiie spedfic safety' concerns and 
benefits, presented by. the drug product. The. risk a.-wessment and. risk 
management program, may. include: 

a) Distribution, conditioned on compliance with agency-initiated 
changes in drug, labels. 

b) Distribution conditionedon spedfic warnings to be incorporated into 
all promotional materials (including broadcast DTC advertising). 

c) Distribution, conditioned on a moratorium on direct to consumer 
advertising. 

d) Distribution restricted, to certain fadlities, pharmacists, orphysicians 
with -special training or. experience. 

e) Distribution conditioned on the performance, of spedfied medical 
procedures. 

f) Distribution conditioned on the perfonnance of specified additional 
clinical trials or otiier studies. 

g) Distribution conditioned on the maintenance of an active adverse 
event surveillance system. 

5.2 The committee recommends that Congress provide oversight and enact 
airy needed legislation to ensure compliance, by. botii FDA and drug 
sponsors with the provisions listed above.. FDA needs, increased 
enforcement authority and better enforcement toots, directed at 

drug sponsors, which .should include fines, Injimctions, and 
withdrawal of drug approval. 



INSTITUTE OF MEDICINE 

Of THE NATIONAL ACADEMIES 


Advising the Nation. Improving Health. 
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REQUIRE SYMBOL TO ALERT CONSUMERS TO NEW PRODUCTS 
AND DENOTE HEIGHTENED REGULATORY ATTENTION 

Marking the. label and all promotional material for. newly, appro^'ed drugs or indicati(5ns 
with a special symbol will help increase awareness of tlie nature of newly approved therapies 
(for example,, the incompleteness of information on safety). 

5.3 'The committee recommends diat Congress amend the Federal Food, Drug and Cos- 
metic Act to. require that product labels carry, a special symbol such as the black trian- 
gle used in the. UK or an equivalent symbol for new. drugs, new coinbination.s of active 
substances, and new. sy^slems of delivery of existing drugs. FDA should re.?trict direct- 
to-consumer advertising during the period of time the special symbol is in effect. The 
symbol should remain on the drug label and related materials for 2 years unless FDA 
chooses to shorten or. extend the period, on a case by case basis. 

ESTABLISH PERFORMANCE GOALS FOR SAFETY 

The Prescription Ding User. Fee Act mechanism that accounts for over Jialf of the Center for 
Drug bvalualion. and Research’s funding and the reporting requirements associated with the 
user-fee program ore excessively, oriented toward supporting speed of approval and insuffi- 
ciently attentive to safety. 

3.5 To restore appropriate balance betw'een the FDA'.s dual goals of speeding access to 
innovative drugs and ensuring drug safety, over the product’s lifecycle, the committee 
recommends that Congress should inrioduce specific safety- related performance, goals 
in the Prescription Drug User Fee Act IV in 2007. 

HOLD INDUSTRY AND RESEARCHERS ACCOUNTABLE 
FOR MAKING DRUG SAFETY STUDY RESULTS PUBLIC 

The committee believes strongly in the importance, of increasing the availability, of informa- 
tion to. the public and to researchers about risks and benefits, whether, specific study, results or 
CDER staff analyses of concerns. The National Library, of Medicine hosts a, website, for. registra- 
tion of clinical trials, but with few. exception.s, this. is. voluntary, and does not include a summary 
of results. 

4.11 To ensure that trial registration is mandatory, systematic, standardized, and compiete, 
and that the regislration site is able to accommodate the. reporting of trial results, the 
committee recommend.s that Congress require industiy. sponsors to register in. a time- 
ly. manner at cJinicaltrials.gov, at a minimum, all Phase. 2 through 4 clinical trials, 
■wherever tiiey. may have been conducted, if data from tire, trials are intended, to. be. sub- 
mitted to the FDA as part of anew drug application, supplemental new. drug applica- 
tion, or to fulfill a post market commitment. The. committee further recommends that 
this requirement include the. posting of a structured field summary of the efficacy, and 
safely results of the studies. 

APPROPRIATE ADEQUATE RESOURCES FOR DRUG SAFETY 

An agency whoi?o crucial mission is. to. protect and advance the public's lieaith should have 
adequate rtisources to do its. job.. Also, die effect on CDER's. work of CDER's oveniependence on 
PDUFA funding with restrictions, on how. FDA can use. the nvoney from user fees hurls FDA's 
credibility and may. affect die agency's effectiveness. 

7.1 To support improvements in drug safety, and efficacy activities over a product's lifecycle. 


the comsnittee n>con>mends that the Admmistration should request and Congress 
should approve substantialiy.mcreasedresourcesinboth funds and personnel for FDA, 
’Oie coirunittee, Iav<5rs, appropriations, from, general revenues,, rather than user fees, fo 
support the full spectrum of new. drug safety, responsibilities propcwed in this report. 

STABILIZE THE LEADERSHIP OE FDA 

Instability in the Office of the Commissioner has been a serious problem for FDA and CDER 
in particular. .A. large, complex, science-based regulator)', agency cannot perform optiit\alIy in the 
absence of stable, capable leadcrsJrip, and clean consistent direction. 

3.1 The committee recommends thattheFederal Food, Drug, and Cosmetic Act be amend- 
ed to require tliat the FDA Commissioner currently, appointed by the President with 
the advice, and consent of the Senate also be appointed for, a 6-year term of office. The 
Commi,ssioner .should be an indiv'idual with appropriate expertise to head, a science- 
based agency, demonstrated capacity, to lead and inspire, and a proven commitment 
to public health, scientific integrity, transparency, and communication. The President 
may remove the Conrmissioner from office only, for reasons of inefficiency, neglect of 
duty, or malfeasance in office. 

IMPROVE FDA'S COMMUNICATION TO THE PUBLIC 

The public would benefit from more information about how drugs are studied before FDA 
approval, how. drugs', risks and benefits are assessed, and what FDA review entails. Patients also 
need timely, infc^rmalion about emerging safety concerns or. about a drug's effectiveness in order 
to. make better decisions in collaboration with their health care providers. FDA does not have an 
adequate mechanism for seeking and receiving specific .scientific and patient/consumer, advice 
on communication matters. 

6.1 The conimitiee recomntends that Congress enact legislation establishing a new. FDA 
advisory committee on communication with patients and consumers. The. committee 
would be composed, of members who represent consumer and patient perspectives and 
organi7atioi\s. The advisory committee would advise CDER ai\d, other centers on com- 
munication issues related to efficacy, safety, and use during the. lifecycle of drugs and 
other medical prcxlucls, and it would support the centers in their mission to "help, the 
public get the accurate, science-based information they need to use medicines and foods 
to improve their health." 

OTHER RECOMMENDATIONS OF PARTICULAR INTEREST TO CONGRESS 

3.4 The committee recommends that CDER appoint an Office of Surveillance, and 
Epidemiology staff member to each New. Drug Application review tean\ and assign 
joint authority to Office of New. Drugs and OSE for postapproval regulatory, actions 
related to safety. 

4.10 The committee recommends FDA establish a requirement that a substantial majority of 
the members of each advisevy committee be. free of significant financial involvement 
with companies whose interests maybe affected by d\e committee's deliberatiojvs. 

5.4 The committee recommends that FDAevaluateallnew.dataonnew molecular entitie.s 
no la ter tlian 5 )'ears after approval.. Sponsors will submit a report of accumulated data 
relevant to drug safety and efficacy, including any. additional data published in a peer 
reviewed journal, and will report on the status of any. applicable conditions imposed 
on the distribiitioir of the drug called for. at or after, the time, of approval. 
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FOR MORE iNFORMATtON... 

Copies of The Tuture. of Drug. Safety:. Promoting, and. Protecting, the Health of the Piibhc are avaiiable from 
Ihc Nation<.il Academies Press, 5{X) Fifth Street, N.W.,, Lockbox 285, Washington, DC 20055; {800) 624-6242 
cj' (202) 334-3313 (in the Washington Metropolitan, area); Internet, http:/ / www.nap.edu. The hill text of 
this report is available at hltp://wwwmap.edu. 

This study was supported by. funds, from, the Food and Drug Administration, the Agency for 
f loalthcai e Research and Quality, the. Centers for Medicare and Medicaid Services, the U.S. Department 
of Veterans Affairs, and the National Institutes, of Healtfi. Any opinions, fintling.s, conciusioirs, or recom- 
mendations expresseri in this publication, are those of the author(s) and do not necessarily reflect tlie 
views of the organizations, or agencies that provided support for the project. 

The Institute of Medicine serves, as adviser to Ihenation to improve health. Hstabiished in 1970 under 
the charter of the. National Academy of. Sciences, die Institute of Medicine provides independent, objec- 
tive, evidence-based advice to policymiakers, health professionals, the private .sector, and the public. For 
more information about the Instihite of Medicine, visit www'-iom.edu- 

Permission is granted to reproduce this document in its entirety, with no additions or alterations. 
Copyright © 2006 by the National Academy, of Sciences. All rights reserved. 
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EU plan may let drug firms sidestep 
ban on advertising 


Slarah Baseley, health editor 
The Guardian, Tuesday April 8 2008 


Drug cotopinies will be allowed to sideaep die ban on advertisini drugs to the public under new Biropean 
proposals, eonsutoer ^ups warned yesterday. 

The Eufopcar, commission plans to allow drug cmn panics, which have a history of fsiling (o warn about the 
risksof their medicines. to|ive"mtormat»n'’ sboul their drugs to the public onTV, theinterneiand in print. 
White consumer groups agree that better information is needed, they say one-sided mformation from a drug 
tonipany is little mote than advertising- They warn that companies which have failed to want of the risks of 
drags such as the painkiller Vioxx, which caused heart attacks, and Seroxat, which can make young people feel 
suicidal, cannot be trusted as sources of unbiased informafion, 

"The proposal is clearly driven by the pltairoaceulical indusiiy’scominereia! concerns - not by the interests of 
patients," said the Picker Inititute, an authority on patient-centred healthcare, in its response to the 

Patients needed to be able to cliqose between treatment and notreatment as wellas between different dn^s, 
and sometimes betweca drugs and surgery. "These proposals spedficany exclude comparative informatioti,” 
said Don Redding of the institute. "The plans enable companies to push information direct to patients and to 
use ail available media to do that." 

The consultation document from the enterprise and industry direaoraie-generai says; '!t should be possible fr* 
the pharmaceutical industry to disseminate information on prescription- only medicines through TV and radio 
programmes, through fsinted mataial actively distributed, through infotmation in printed media or through 
audiovisual and written materia! provided topatients by healthcare professionals.” 
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